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s:ar AVAILABLE COPY 



(2) 



[lt*«8] (i) mt^f^^XV (ii) lEBSK*^ 
A, T^=i>'l'f dl— o — h='73ia » 

[8»*^l 1] (i) ^;^-7'/i'IS*sJ:t/T/u=>— 
e>S«H.5ffl4*i^K, *5J;U5 (ii) 7y-7i';<;/WB* 

iSIo 30 

I8«*«i2l (i) 3i^-7'/i'S*3J:0!r>'W=-yi'S*» 
e>^filx5«#t«^«, *5J:Of (il) «Stt«>ftS:**i- 

i^^?>mym. 43j:v{ii)7y-95^*/i'?g*aiJSr^*- 

Vo^m^m. i3j;u:(ii)7y-7i^*/w?t*?p]*-^W 
f>S«*T.5fflt^ifeR, *ij;t/ (il) 7y— 
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tit*3Sl8l (i)S)?^i»lcJ:»»7y-9i?*A'SrlBfe 
U5 5ii3fe?Rl. *iJ:t/(ii):7y-7-:^*/wtg*S!lSr-g-* 

[19^^19] (i) 3i;^^/u|g*jj:otryi'=— yHS*» 
p>®tf*T-5»4*'feS, *JJ;tr (ii) ^y-Ti^^/wtS* 

t>S«4x5 isiV (il) ifiSttfeSSr**-*- 
[0 0 0 U 

10 0 0 2] 

H**<Oaiffl Tj^/PAT/WT't K (/Kyai^^U^'^^y 3 
— /W400«5^*e*t U-C***v5t«), :feJ;V:«y3i^ 

tr) i:08 -^i^i^/w^'Tr^i'tjSSSlS-rS^lilcJ: 
0, 0« — Si'i^/i'^T=:^*S!Ky3i^Ui^^<y 3— 

C:7r— • y-ih— ^ (Pharmaceutical R 
esearch) . 7^, 1060-1064H» 1994^] , fSt 

^b^^' v*5j:tj«jKy 3i^u>^y =— /PGOOO^^Wi-S 

i:*S!RFgBBa6 3-30181 6 (EP^M^O 2 7 7 7 
4 1#) JdlBttStt-CVi, \f9S.>'C. 'f:^df-g — 
(Y i n q i a o) tttHfe, r-fe hT5 y 9 r3 

/^y 3^ — 9 ^SiiJ/\^i^t7J>-, f>zf>, 

5 i^hJto, ^'>'df3— (Y 1 n q i a o) 
teitFi^V'^TV' ( j i n g f a n g) 
i"5®?RISrt Kodf-VT'n tr/Vpi^^-zW-fe/wn— No 
2 J®Sttir=/V'MJg, PEG6 0 0 0, y-f 

^i^-cffia^? JxfctgaSis-jr s r:/^^^ h 7 y 1 2 

2:2 388 5 3 fC|B«^c*tTV>«. #MBB6 3-1 6 
6 8 2 414. 3t^^3e^i|gife^W?ffitt^a?^, d^^< i 

8 5 %;45^a^^ 0 . 1 /i m£;lTC0^iKc^=-K^b^^' 
^*-t- 5 & -C«« $ T'-fe /w^iJ Sr gi U T V -> 

5. 

[0 0 0 3] 



3 



(3) 
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[0 0 0 4] 

xmi\^1^tz.^. 1) SI^1-ia<-J:oa«?W1='coi6<t;^ 
9i?:#/i'«r«*i-5:^ 2) 7y-7i^ 

(1) (i) Sl^itSfciO^y— 7 5^*/i'«r38ib5 5 
i^3fe?i«, *iJ;U=(il)>'y-7i^;&/i'tH*^Sr-&*-r5« 

(2) mmii^. se>(c^^7=-/ns*3j;Tj5r/p='-/V'S 

*»e>a»in5ffltt«&K4r-^^Ur*5±3S (1) S5««> 

( 3 ) St^iSltc J: t) 7 y - 7 i^^/uSr^Si U 9 ^m^M 

iii^mm\:Maxihi>±is. (1) fBttos^syn: 
ffii&-cs>5±iB (3) ^(omrnm-. 

5±iE (5) umnrnmrnm 

(7) «^*iKlJI*s>J?yat'^U'i'^'y =— /Wt?fc5±IE 

(2) ^m(omMmM ; 

(8) (1) Sft^b^iS'i^fcitJf (ii) ffi«K*:*-:^hy 
;^=i/l'tr>-g?;*/'V->^'A, d 1 — a- b = 7ait3— /US 40 

(9) mmmnfi. ^bizmmt¥s9ii:-^m-r^±n 

(2) IE«OEIi«^fiJ ; 

(10) mMm'&iW7t)i^m<Dmmm^tLi-i^m7iimim 
t?fos±fE (9) fiiiSi(DmmmMo 

(11) (i) ^;^7^/i'S*JJ;0!r/u='— /w^^^ejilii 
nsai^i^®, idXXJ^ (li) ^y— ^i^^/w-m^^PJ^r-t- 
(12) (1) 3i;^^>'HB*SJ:t5r>'V'=— -'HSd^fcStf so 



tuSJft^^i^K, *J±t;t (ii) ^Slti^SSr^Wi-affiES 

(13) Sa^W/is, ^ b ic5ig:?t-mc J; •) 7 y — 7 
S:l8*L5S)g3tSISr-g-*LrJi5±IE (1 2) (DmM 
9m; 

(14) (1) Sl^i»»j:J:D7y-7i?*/wSr«^U5 
5jS3t?PJ, *3J;tj5 (ii) ^y-^-y'^-'i'iB^ailSr^w-r 

(15) (1) S!l^1-i»tcJ;!J7y— ^i^'^/uSr^^U^ 
2>«3tSiJ, *3J;y« (ii)7y-7v'*/WH*^JSr^*-r 

5EI!l»?iiloS3t^b^ft : 

(16) (i) 3i;^f^/nig*3j;u!r/P='— /pjs*>e>arf 
tL^m^mm. ^iri (ii) y^}~y'j^j\^m^m^-^ 

ti-5EISIfaBwg53tYb*ife : 

(17) (i) 3i;^7"/pJi*jJ:U'r/V'=i— /P^*»6>Sli 

(li) :eStt!feH*^*i-Sflfca 

Sa^w^:t{b*jfe ; 

(18) (i) 5??^lllcJ;!9 7y-7t?*/wSrj8;^b5 
5jE3t^|iK *5J:05 (ii) 7 y 

(1 9) (i) 3i;^7'/Hg43J:t)ST/w=J— /uild^P)]!!* 
ixSJft^i^S, tiit/ (ii) 7y-7i^*/WS*?RlSr-g- 
^i-5««S«oE5ll«awse:e<b<ofcjf>(D«ffl ; isiv, 

(2 0) (i) 3i;^7^/vSt3j:tJ5T/V=r— /Hg*»P>S« 
fcit)! (ii) M£tt#ifr4r^*-f-5SEa 
ffll<OEI!l»iS«^S{b«>fc»f>o«[ffl IcM-r 5o 

[0 0 0 51 £tTic, *^?g^c*iv^rfflv^e>^^2> rd^^i- 

IHcJ:»3 7y-7S^*/w«r3g^U5 5iK3t?iiJj , r^y 

[000 61 r5g^ii8{cj;i3 7y-9e^;&/i'S:l8^U5 
ttx *»oSI^1-i»(cJ:!9 7y— 7i?:*>'W4r^!^L5 5t>ro 

Ti^^/wSrlg^l-St^Srift^-ra, 7y— ^i^^/wi: 
LTIi, ^xtfHO • , HOz • , O2 • ■ i3:l£f>m^f h 

*L<»ig6{b^^:^-^fe5, Sfc, I8{b^^i^«rfflv>5 

J|!?JO. 0l~*bl. 5a« 
m, iif*L<»i*>]0. l~iiit)0. 7/imT-S>5o l"^^ 
j^j;iJ;t)7y-7i^*/i'Sr^^L9 5i^5t?riJj (D^mM 

■C*>ix«J;<. «i8^tfi|i?>5~i|!5j3 omfi%, j?*L.<W: 



[0 0 0 71 ^yV—^i^:^yi^m^M} tt. mmvity 

KJS) . if^^i^Em riy^^^d 1 - a- 20 

^^^d 1 — a- hn^oia— /V-^CD h =r :7 n — /PO^ 
^^y'/HS^ d 1 — a— h=i:7ii::U— d~a— h=3:7 
ccci— /K d 1 — 6 — h=i >^atn— d — 6 — 1^3:7 

^e>{-»^u<iiM«tK>!K^'^hy 

3/H:ri^K;!5;yUv'i7A^ d 1 — a - h =2 7 m yw^fc 

f*R»d 1 -o- h=i:7^n-/w-efcSo ^i'S:. r:7y 

Saj ;5^^^^Lfc>'y-^i:^;^7/u^r^5feT#^fi-Cfen. 
riJ:v^ r:7y-7v^;^;/W^*a'Jj (^^sa^PJ^^o^fi 

«^tf«SjO. l-iKJS Ofl[fi:%. »^L<ttj»l- 
^2 0MS%-Cfc5o 
[0008] raij;^x/W!®^3j:U5T/U=i— /USji^bStf 

«;tf^^7:3i>'»hy3i^/K +«J3gte»hy i/y-fey so 
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(hyr-fe^/w^/y-fey . ii/^yw^^^^^ yy^^^^yu 

>5^yrrU^h, :/y-feyyP;?7'7'y/^®?:n;^V^yl.^OaiX 

xv^i^S ; i/y-ty :?^afcfu>iJ^y 3^yK TKy^if^ 
uv^y =i-yi^<oryP=i— yuS^:65Wbtt5o -^E:*^ 

<(ir/V'=i--yW3g^ <t t)»*L<f*#^ffiryP=3-yK # 
ic»*b<fi7Ky^^U':/i/y *fc. 

y=i— yU4 0 0, 23<y ^^l^i^^y 3— yW6 0 0, /Ky 
^^U':^i/y yH 5 0 0, TKy ^^lx>-:/y rr'-yu 
40 00, JKy ^^l/>-^y =1— yW6 0 0 0/ctifd5^if 
fett^o ^ftiKfegoScSS'J^'O^fiti. «»i^(^)KJO. 1 
-'iKj3 0fi4%. »^U<ttjKJl 0'-jKl2 Ofi»%-CSi> 

[0 0 0 91 ^mm^mm ^K?te^(^®^^*?p-r 

; Tfx^ij y ^js<D y i^K^^ziJS y ^^tK^z: 
■:^hyi>A, y >-g67ic^-;&y f^}i<D^) i^Wii^ 

':^hyi>A. *K>(b;3&yPv^i>A, yi^m^t^^^i^^J>.. 

y d 1 -*5 Jct;^ 1 -S:BrB6-:^ b 

y ^J^ti:^<Dm^mm ; ^^•^^bxVig;&yUi^i>iN/^if(0 

hyi>^> ;^K;3^7y^A, j^®^;«7yi-i^e7A, ^K•^>/;^^ 

^mso&mvos »^b<ji3Wi'-jK2 oss%-cfc 

1 0 0 1 0 1 rar«»Jj tt. ±!BL;/h r^^istci 9 :7 

y-7i^;«7yw$r^^U9 5ii3fe?PJj . ]) 

m^M] . rii:.;^v^yi.^g:}3j:0?r/W=i-/m;i^P>®«tt 



7 

>f y fc:^/uryp=i— /u-^or/ws— /WIS ; r-fe h^^^ 
[0 0 11] -hiBr^-T^^^-i/s^j^urf*. 0y^f^«s 10 

t Kn^^-Vr/a l;:*/p;<^/w-fe/pn— >^ :7^i — t 

K7'¥iy hL-3 CDS 5 (ffiSife) . jEh^t/V'-^ 
. ^>5^ri5^ y 71-8^=3 /Ky-^—S l:^^ h*9^iy hs 

>^>f/l.i,ri-x>f ^^^Sai^LTfi. t?y;ttf3i^/l^-fe>rl. 
y l^-h=i3Ky-^-RS [;^^ K^=¥iy HRS (ffl 

r y /V® 7« ^/i^^m^P^mmm i:^^ k ^ =^ 5/ h n e 4o 

[0012] ±IBLfca^ifelt LTti. 0«x.J^«fe^fiJ, 

V^e>ttS«T*)So «fe?f«Ji:UT«. «?»J^t^7KStt*ffl 
^-^ufe^ (M. tftffi5^fe2-^:fcJ:t;^3-^. ^^^64 
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[0 0 13] rffiffisuj «ajx.tf±iaL/c 

[0 0 14] *^0jco rg^M^pjj mm^mm. 
m^^^mmm risi«jj ^a-e*>oTt>> rig 

[0015] mm\ t LTti. 36. ioi'^m^mz 

Tfvijxx^ Yihmk. ^f\^yrn. Hkmmmm. 
[0 0 16] i^T. ±m\^tzm^(DMi^m^m-<^o «i 

if) . tTiJ'^VBe (ffiKtry K^^^v-Jfc^) . if^^ 
^^9/\^;^:yy<^. T^ym. :tV^m. :tl!l>fc^d5 



9 



(6) 
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m\:})y^—J>^. hJ^y=^^J^l^. :^yziii-M.ms 
uy ziL-r^^V)) ^ j>^. y/i^y:^-^M.m. v-d^/i^t^ 

— h^-^>'^^, v^r-^xN'A, :7ii/y^ 

fcr:/7K-fe^V. 8- [1- 

;r^y-3~ [1- (:7rc^>'P;»<^yU) tf^T;e^:/_4 
— T/W) :/crtf/W] -2, 3, 4. S-T^h^tKn- 
1 H- 1 — ^^'Xrif If >'*:fe:tt^04l[/Ji^;J5^lf P>tt 

/K y^'f^V-'f^^. ^<^^Y^yV--fV) , yr^'^''^ 



i';e»5^tf ^tbSo fcit^^ LTf^. m7L\m!^ 

^yy :r.:y\iYy zfu^^iyi^-^ mm-( y^^^iy 
d \''^l^^>m^x2/uyaLZ^^^:yfj:^7^»^mfh 

10 h\ yti±^h*tj:^t^mfhti^o ikmj^Tmtvx 

li, 'Wx.WfffiS^T'^^^y/w. ;«;:7"h>^yyK 

K-^^i^tfV'^ fj^^f^fV^l^ -^u^-fe^/K ;^^>'V' 

nih>^u^^^^ zxi:/ti-y-/u^ 
-f iJ'yi^/^^^', x/u^-y-yw-^^^, y-K^ 

[0 0 191 iSLmmm\h UXf*. «»IXfm»:7ai:=^U 

>'y W^^dS^ff^ttS, SjfiLl^aSRW^rUTW:. 0»J;t 

fi. fi?yx.tf-fey >'^>^^i^^>-^ h y »^<y.^^ 

30 y ->^y->iy, y^/i^^:=^->]) ^-rhv ^Js^ ^Vi^ 

^S^^fe^Ji: Lri:i. r y ^y-/K ^ 

0»xL«h/P::^^^ K. ^^yji?— ^Ti/ye^v 

5- [ C4- [2- (y^/u~2-if y i^r^/^r^ 
y) jih^i^) :7:ji=^/u] y^/w) -2, 4-^ryy 

40 >''J:^» , T;<;/i^4?— ^^y /k ^^^yv^ 
irbrW:. «l;ttfy b:3?7>rWN**— /V'/iif;6S^jf ^ttSo 
[0 0 2 01 LT«. «lx.f^y;3j-^=>'-:^ 

hyi^A, y :/^7^=^ry^5^y>-':^by :/*uK=^y 



11 



(7) 
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8- [i-:^-=^y-3- Cl- yt-^^ 
/p) e^y>:^^^-~4 -^Tv'w] -2, 3, 4. 

5-x Ki3~ 1 H- 1 -^>-Xr-^e>'^fc{i'?: 

0 



10 



[0021] ^it. r^ym^tti^^^^ymirm'r^ 

[0 0 2 2] mVaS li. *e>JC«F^L<Jl* 

I{bil 



(I) 



^Sr. kf:iO'-'3co||»^. mji 1 — 8 <DSSc^, nfi 
mx^^o HftlB^ (I) J-*5V^T. R» j3<i;U?R2r*;^$ 
tK^Sj t VXn. «tJxf^. ^1^. laSa. 

*S3!)5^jf^n^p m^m^mitTkmrntLx^-i:. mvc 

OryW'^/WS ^^/K TT'afcf/K >r 

y>^nfcf/K ^y>^^/K tert-:::^^/K -^^^ 30 

i:bT«. ii:»«t>U<t;3::»a4«0C2.4 (DT/i^^^/u 
m m^i-f. trc^/K ry^K ^-zf^r^^^v, -ry:/a 

2~:/oe:^/u. 2-:/^:=/V', 3-:/^=/W ;65^tf 

»««^»i«<t:7k9RS K'i^iJ'a [3.2. 

1] Hr^ "^-^--^ Ifi^t^a [3.3.1] y>-- 2 40 

[0 0 2 31 ^it. SftlEO r^^^bTK^Sj ^UTf^. 5fe 
C7-18 T^/U^yt- hy/W, ^v'y/^;^>->^ 

C1-12 r/w-^/w ; a— :^:7^yP7^5='/V'*if<^a-:^:7^ so 



yu-Ci.8 ryw^/u), C8.18 r y — /ur yv^::^yw m7L 
f^. ;^^yyK 4 -~:7:n;^yv~ 2 

2-12 T/V-^^/W), C8.1B T y — /Wr/l^^n/U' (fifjx. 

:7ai:^^^yK 3->^ai::^yW-2-::?'c2t:'::^/V', 3- 
:7 3i:=i>rW— 1 — :;^n e^/WT^^ifOP^ja^r^/W— C2-12 T/i- 

C3.7 V^or/W'^yw-Ci-B T/v-s^^r/i^ 
[0 0 2 4] R»-e^t>^ix^ rgg|S^;^LTVNTt 

y^iy^jv, ^^i^/v, ^zf^/x^) i^fz.\^Ci.\o T^jv 

Ri. R2-eSt>*ixS±l50K{b7k«W:B»^tB<Ctte 

lcE^S^WUTV^r>bi:V\ R*, R2-C^t>*tt^± 

V>m.=i' (fiRlx.«. 3 5^*). 
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m:^l'£. ^"^/i^"^^, ^31^/1.^;^-, >^ut:Vi'^;t. ^ 

r^. r-fer^/P'r^y, e:f^/ur ^ y , :/^y/pr 10 
^ y ^or/V'^yua555':i5Gi-4 'Cfc'5r/w=¥/W;«7/W;i<:=^ 
y^r^y). C1.4 TyU'=^/w;^/U'^=/wr ^ ys (Mx. 

y). C1.4 T/u=i^i^:^/u^=^/i^m m^\^. y h^i^ 
[0 0 2 5] ^ (I) ^^*5v^xSA-c^^^$tb§ fesi 

«?t|;ttf. Cl-4 TfV^JV^ m7L\t^ y^/K 

^m, j^m, Bf^m). ^hx^m. i^rym. tKn^ 30 

tf> N-y^/wr^y. N-ai^^/ur^y, n- 
r/ntvu-T^y, N.N-v^y^/PT 5 y, n.n-^^^ 
^/wr^y). m^T^/m mx.^t, eayt^y, e 
'<yi^y). ^/w>j^yy. ci-4 T/w^/w:3?7/U7K=i/pr ^ 
ys T-fe^/wr^y, if;^*-yi.r ^y. 40 

>^^y/ur5:y). y :;?7/w^::^/w^^riys. ^y* 

N-y^/^:j?7/W<^-<yW::d-^r^^, N -:J^'^/U:fy/Uy<^^ 
/l^yt^i^, N.N-v^y ^>'W;&/W<^^/V:t=^iy, N,N 
— i^ji^>rW':3e;/u^<^>f /^:^5^iy)^ C1.4 T/w^^/Pv^/utIx 
-/wr^ys (M;ttf. y ^/w;^/u>jN:::i/pr ^ y . 

yV':x/ixj}^-/i.r ^ y , t^/^';:^/^7}^:=l/^'T ^ y ). C 
1.4 rji^=^^iy^/i-:^:=^/i-m (^J^f^y h /p;J<= 
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y*fcl^v^Ci-4 r/V'^yW;577W<^^/PS («^Jx.f^, N 
-y ^/W;<7/W<^^/W, N-3::^/^;<7/W^^-<yP, N — 
:/a fcT/i^jfr/w^^^yK N-y^/V';«?/w>'^^>r/K N. 

/W). l'-'4fic^glfeS^^UTV^Tt>i:V^:7 3l::^/^, 

•^:7^7K :7aiy:^v'^ -<vy>f/K :7aiy ^v^;«7/V7}? 

y^ ^^^y^/U-T^y^ >^ ji:=i/UCi-4 T/i^^Jl^:^/U7$^ 

i^S. JS^, 3»:;^/^^Oy^U>$^:/i^ 

imm. -<>^Jjv:^^i^m^ r^ys. ^y^yhti 

i^Ci.4 T/U^/VT^ /m. ^hnS, C1.4 T/w^/v-;*; 

[0 0 2 61 R». R2-C«i:>*n6 T^^^^, ^ 

OfilftS^U-Cli:. C1.4 T/v^J\^m 

(0»I;tf€. y^/w, ^^/i-. :ratf/w, :y^/u), /m3 

(«?iix.f^. :7ym. mm. ^m. ^^m). ^ 

hum, ->Tym. fcKn^VS, C1.4 r/W=i=3lr^xa 

y>^nlf/P^;r. y^Ji^^:^')^ T^ys, ^y^^bj^ 
>^ci.4 T/w^^/i^T^ys m^n. N-y^/PT^ 
y. N-oi^/wT^y, N-:/ntr/ur ^y, n.n- 
i^y^/PT^y, N.N-i;?3i^/vT^ y). s^^r^y 
S («?y;ttf. tfnyv?y, if-<yi;?y), ^/WT^yy, 
Ci-4 T>/V^f'/U';&/^7K:=i/UT5 ys r-^^/w 
r^y. >^czif^;^::i/pr ^y, >^^y/wT^y). 
y<^^ /U:t^->m. '=E'y*^f*i>Ci.4 r/V'^/i-;&/w< 
^-f/^:^=¥i/S (^«Jx.f^. N-y ^/w;^?/^^^-^/^;^-:^ 
v^, N— J^^/W;«7/W^^>r/V^:^^>^. N.N — i^y^yu 
j^z/w-?^^ /w;^^ ix, N , N - i^3::^/w:35r /w^^^e^r /w;*- 
C1.4 r /i'^/w>^/W7jx=:/V'T ^ y s y 
^/U'>^/U'7t>r=.yvT ^ y ^ ai^/u^/W7j> - /wT ^ y , :yu 
e/w;^/^^}^— yPT ^ y), C1.4 r/^=i^V;<7>r^7K^/uS 
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-Y/V^, N-yf^y^:;^/W<^></K N.N — v^^^yU;;?;/^ 
y<^^/u, N,N — v?::^^/^:j57/w^^^/u), Ci-6 r/i^ 

^oci-4 T/^=i:^i^s, -7^^. mm, ^m, 3«>ir 
ys. ±ia<^ri#^y*5ttii^ci.4 T/w^^/v-atfer 

[0 0 2 7] R>-e^$ns re«is$:;^u-cv>rt J: 

bttSo ?'cC;&^'t?tj. C2-8 T/^^¥/^;^7/V'7K::^/^S;55^^f^ 
^iy, :jLh^iy, T/ptK^V) «;if;dS^*f e>iX. rtlfj 50 
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* NOTICES * 

JPO and NCI PI are not responsible for any 
damages caused by the use of this translation. 

IThis document has been translated by computer So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] To light (especially ultraviolet rays) or heat, this Invention is stable and 
relates to the remedy pharmaceutical preparation excellent in preservation stability, and coating 
which is the raw material of such remedy pharmaceutical preparation. 
[0002] 

[Description of the Prior Art] When formaldehyde (the thing contained as an impurity of a 
polyethylene glycol 400 and the thing to produce according to air oxidation of a polyethylene 
glycol 400 are included) and an OS-benzyl guanine react, it is known that an 06-benzyl guanine 
will decompose in polyethylene-glycol 400 water solution and under a room temperature [the 
Pharma shoe CHIKARU research (Pharmaceutical Research). 11 volumes. No. 7, 1060 - 1064 
pages, and 1 994]. Performing enteric coating using the enteric film liquid containing titanium 
oxide and a polyethylene glycol 6000 is indicated by JP,63-301816,A (EP disclosure No. 
0277741), Vitamin C, an in KYO (Yinqiao) extract, acetaminophen. Chlorpheniramine, a calcium 
carbonate, starch, a dextran. peppermint oil. The tablet which has the volatile oil of in KYO 
(Yinqiao) and a gin fan (jingfang) The hydroxypropyl methylcellulose. No2 The tablet covered with 
the component containing enteric vinyl resin, PEG6000. sesame oil. Tween 80, talc, titanium 
oxide, magnesium stearate. a hood color. 95% ethanol. and distilled water is chemical. The abs 
truck shoes It is indicated by 1 22:238853. JP,63-1 66824.A — light — the elastic capsule 
covered with the coating in which at least 85% contains the particle titanium oxide not more than 
particle diameter 0.1 micrometer in the unstable drug content oleaginous solution is indicated. 
[0003] 

[Problem(s) to be Solved by the Invention] When providing a consumer with unstable remedy 
pharmaceutical preparation to light, it is necessary to perform a protection-from~light package 
or protection-from-light coat of remedy pharmaceutical preparation. However, if the state of 
preservation of the chemist's shop in a hospital or the remedy pharmaceutical preparation by the 
side of a patient is taken into consideration, it will be hard to say that the quality of remedy 
pharmaceutical preparation can be enough guaranteed by protection-from-light package. 
Therefore, when manufacturing unstable remedy pharmaceutical preparation to light, to perform 
a protection-from-light coat is desired. However, when coating which contains protection-from- 
light agents, such as titanium oxide, and plasticizers, such as a polyethylene glycol, on the 
occasion of pharmaceutical-preparation-izing of an unstable drug to light was covered to the 
drug content tablet, the trouble that the film coated tablet obtained was inferior to the tablet 
before performing coat processing in the stability over light became clear. 
[0004] 

[Means for Solving the Problem] When stabilization of the drug in the inside of a film coated 
tablet was considered in view of such a trouble, it found out that the titanium oxide in coating 
generates a free radical by 1 ultraviolet rays, that alcohols, such as a drug and a polyethylene 
glycol in coating, decompose with two free radicals, and that acids, such as aldehydes, such as 
the decomposition product of alcohols, such as a polyethylene glycol, for example, formaldehyde, 
and an acetaldehyde, and a formic acid, and a peroxide caused disassembly of a drug further in 3 
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coating. Based on such knowledge, the drug destabilization factor was canceled further, and this 
invention was completed, as a result of inquiring in order to obtain the remedy pharmaceutical 
preparation with which versatility was stabilized. That is, this invention is stable remedy 
pharmaceutical preparation which it comes to cover with the protection-fromHight agent which 
may generate a free radical by (1) and (i) ultraviolet rays, and coating containing (ii) free radical 
elimination agent.; 

(2) Remedy pharmaceutical preparation of the above-mentioned (1) publication with which 
coating comes to contain the oil further chosen from ester and alcohols; 

(3) Remedy pharmaceutical preparation of the above-mentioned (1) publication whose 
protection-from-light agent which may generate a free radical by ultraviolet rays is a metallic 
oxide; 

(4) Remedy pharmaceutical preparation of the above-mentioned (3) publication whose metallic 
oxide is titanium oxide, an iron sesquioxide, or a zinc oxide; 

(5) Remedy pharmaceutical preparation of the above-mentioned (1) publication whose free 
radical elimination agent is a sulfite or vitamins; 

(6) Vitamins are vitamin C or remedy pharmaceutical preparation given in vitamin-E above- 
mentioned [ a certain ] (5).; 

(7) Remedy pharmaceutical preparation of the above-mentioned (2) publication whose oil is a 
polyethylene glycol; 

(8) Stable remedy pharmaceutical preparation which it comes to cover with coating containing (i) 
titanium oxide and the (ii) sodium hydrogensulfite, an ascorbic acid, sodium ascorbate, calcium 
ascorbate, dl-alpha-tocopherol, or the acetic-acid dl-alpha-tocopherol; 

(9) Remedy pharmaceutical preparation of the above-mentioned (2) publication with which 
coating contains an alkali further; 

(10) Remedy pharmaceutical preparation of the above-mentioned (9) publication whose alkali is a 
metaled carbonate or a metaled metal hydroxide. 

(11) The oil chosen from (i) ester and alcohols, and stable remedy pharmaceutical preparation 
which it comes to cover with coating containing (ii) free radical elimination agent; 

(12) The oil chosen from (i) ester and alcohols, and stable remedy pharmaceutical preparation 
which it comes to cover with coating containing the (ii) alkali; 

(13) Remedy pharmaceutical preparation of the above (12) with which coating comes to contain 
the protection-from-light agent which may generate a free radical by ultraviolet rays further; 

(14) The protectionHrom-light agent which may generate a free radical by (i) ultraviolet rays, 
and coating characterized by containing (ii) free radical elimination agent; 

(15) The stabilization approach of the remedy pharmaceutical preparation characterized by 
covering a drug content constituent with the protection-from-light agent which may generate a 
free radical by (i) ultraviolet rays, and coating containing (ii) free radical elimination agent; 

(1 6) The stabilization approach of the remedy pharmaceutical preparation characterized by 
covering a drug content constituent with the oil chosen from (i) ester and alcohols, and coating 
containing (ii) free radical elimination agent; 

(1 7) The stabilization approach of the remedy pharmaceutical preparation characterized by 
covering a drug content constituent with coating containing the oil chosen from (i) ester and 
alcohols, and the (ii) alkali; 

(1 8) Activity for remedy pharmaceutical preparation stabilization of the protection-from-light 
agent which may generate a free radical by (i) ultraviolet rays, and coating containing (ii) free 
radical elimination agent; 

(19) It is related with the activity for remedy pharmaceutical preparation stabilization of coating 
containing the oil chosen from activity;, (20) (i) ester, and alcohols for remedy pharmaceutical 
preparation stabilization of the oil chosen from (i) ester and alcohols, and coating containing (ii) 
free radical elimination agent, and the (ii) alkali. 

[0005] "The protection-from-light agent which may generate a free radical by ultraviolet rays" 
used for below in this invention, a "free radical elimination agent", "the oil chosen from ester 
and alcohols", a "alkali", "coating", and "remedy pharmaceutical preparation" are explained in 
full detail. 
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[0006] "The protection-from-light agent which may generate a free radical by ultraviolet rays" 
means what is added in remedy pharmaceutical preparation for the purpose of protection from 
light, and may generate a free radical by ultraviolet rays. Generally, these protection-from-light 
agent is ordinary temperature, and means what generates a free radical by exposing to the 
bottom of an indoor fluorescent lamp or outdoor daylight. As a free radical, 02. etc. are 
mentioned, for example. As such a protection-from-light agent, the oxide of inorganic 
substances, such as titanium oxide, an iron sesquioxide, and a zinc oxide, is mentioned, for 
example. A protection-fromHight agent is a metallic oxide preferably, and titanium oxide still 
more preferably. Moreover, when using titanium oxide, the particle diameter is usually about 0.1 - 
0.7 micrometers of abbreviation preferably about 0.01 - 1.5 micrometers of abbreviation. The 
contents in coating of "the protection-from-light agent which may generate a free radical by 
ultraviolet rays" are [ that what is necessary is just the amount which can attain the object of 
protection from light of remedy pharmaceutical preparation ] about 1 0 - 30 % of the weight of 
abbreviation preferably about 5 - 30 % of the weight of abbreviation. 

[0007] A "free radical elimination agent" should just be matter which controls decomposition of 
the matter which can eliminate the above mentioned free radical and the coating component by 
oxidation reaction, or a remedy pharmaceutical preparation component. As a free radical 
elimination agent, for example Organic-acid; tryptophans [, such as an sugar-alcohol; benzoic 
acid ], such as a mannitol, amino acid [. such as a cysteine, ]; — carbonate ion; — metal 
complex; sodium hydrogensulfites, such as a copper complex and a manganese complex, — 
Sulfites, such as a sodium sulfite and sodium metabisulfite; Sodium formaldehyde sulfoxylate 
(Rongalite), thiol derivative [, such as thioglycerol, ]; — natural resin [, such as guaiac resin, ]; — 
nordihydroguaiaretic acid — Phenol derivatives, such as propyl gallate, burylhydroxyanisole, and 
dibutylhydroxytoluene; Erythorbic acid, sodium erythorbate and vitamin C (ascorbic acid ester, 
such as an example, ascorbyl palmitate, ascorbic-acid dipalmitate, and ascorbic-acid stearate, — 
) Ascorbic-acid salts, such as sodium ascorbate and calcium ascorbate, vitamin E (an example, 
the succinic-acid dl-alpha-tocopherol, the succinic-acid d-alpha-tocopherol, succinic-acid dl- 
alpha-tocopherol calcium, the acetic-acid dl-alpha-tocopherol, and the acetic-acid d-alpha- 
tocopherol — ) The ester of tocopherols, such as nicotinic-acid dl-alpha-tocopherol Peptides [, 
such as a vitamin; glutathione ], such as dl-alpha-tocopherol, d-alpha-tocopherol, a dl-delta- 
tocopherol, a d-delta-tocopherol, natural vitamin E, and beta carotene; pudding derivatives, such 
as a uric acid, etc. are mentioned. Two or more sorts may be mixed and used for these free 
radical elimination agents at one sort or a proper rate. A "free radical elimination agent" is a 
sulfite or vitamins (especially vitamin 0 and vitamin E) preferably, and is a sodium 
hydrogensulfite, an ascorbic acid, sodium ascorbate, calcium ascorbate, dl-alpha-tocopherol. or 
the acetic-acid dl-alpha-tocopherol still more preferably. Moreover, in order to reinforce an 
operation of a "free radical elimination agent", ethylenediaminetetraacetic acid or its salt may be 
used together. The content in coating of a "free radical elimination agent" should just be an 
amount which can eliminate the free radical generated from the "protection-from-light agent 
which may generate a free radical by ultraviolet rays" contained in coating. The contents in 
coating of a "free radical elimination agent" are about 1-20 % of the weight of abbreviation 
preferably about 0.1 - 50 % of the weight of abbreviation. 

[0008] as "the oil chosen from ester and alcohols" — about 20- about 65 degrees 0 — oil-like 
ester and alcohols — polyhydric alcohol etc. is mentioned preferably. As this oil, the plasticizer 
usually used into remedy pharmaceutical preparation is mentioned, and. specifically, alcohols, 
such as ester; glycerols, such as citric-acid triethyl, a medium-chain-fatty-acid triglyceride, a 
diethyl phthalate, dibutyl phtalate, a triacetin (thoria cetyl glycerol), butyl phthalyl butyl glycolate, 
and glyceryl caprylic-acid ester, propylene glycol, and a polyethylene glycol, etc. are mentioned 
In addition, sesame oil, castor oil, etc. can be used as oil. These oil may mix two or more sorts at 
one sort or a proper rate, and may be used, oil — desirable — alcohols — more — desirable — 
polyhydric alcohol — it is a polyethylene glycol especially preferably. Moreover, as a 
polyethylene glycol, a polyethylene glycol 400, a polyethylene glycol 600, a polyethylene glycol 
1500, a polyethylene glycol 4000, a polyethylene glycol 6000, etc. are mentioned, for example. 
The contents in coating of oil are about 10 - 20 % of the weight of abbreviation preferably about 
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0.1 - 30 % of the weight of abbreviation. By adding the above-mentioned oil to coating, coating 
which was excellent in reinforcement and plasticity and was excellent in operability can be 
obtained. Moreover, a uniform coat is attained by using such coating. 

[0009] That a "alkali" should just be matter in which the basicity which neutralizes acids, such 
as a formic acid, is shown specifically for example, the hydrogencarbonates (an example, sodium 
hydrogencarbonate. etc.) of alkali metal and the carbonate (an example — ) of alkali metal the 
carbonate (an example — ) of alkaline earth metal, such as a sodium carbonate and potassium 
carbonate a calcium carbonate, a magnesium carbonate, etc. — etc. — phosphoric-acid 
hydrogen 2 metaled salt (an example — ) of carbonate; alkali metal disodium hydrogenphosphate. 
the potassium phosphate, etc. — etc. — phosphoric-acid hydrogen 2 — a salt; calcium silicate - 

- silicates [, such as a magnesium silicate, ]; — metallic-oxides [, such as a magnesium oxide, ]; 

— a sodium hydroxide — Tartrates, such as citrate;dl- [, such as a metal hydroxide; sodium 
citrate, ], such as a calcium hydroxide, a magnesium hydroxide, and an aluminum hydroxide, and 
l-sodium tartrate; The salt which shows basicity, such as pantothenic acid salts, such as calcium 
pantothenate. An oxide or a hydroxide is mentioned. Two or more sorts may be mixed and used 
for these alkalis at one sort or a proper rate. An alkali is a metaled carbonate or a metaled metal 
hydroxide preferably, and are a sodium hydrogencarbonate, a sodium carbonate, potassium 
carbonate, a calcium carbonate, a magnesium carbonate, and a magnesium hydroxide still more 
preferably. Moreover, the contents in coating of an alkali are [ that what is necessary is just 
sufficient amount to neutralize acids, such as a formic acid produced in remedy pharmaceutical 
preparation, ] about 1 - 20 % of the weight of abbreviation preferably about 0.1 - 50 % of the 
weight of abbreviation. 

[0010] "Coating" contains the coating basis other than the above-mentioned "protection-from- 
light agent which may generate a free radical by ultraviolet rays", a "free radical elimination 
agent", "the oil chosen from ester and alcohols", or a "alkali." The content in coating of this 
coating basis is an amount used for manufacture of common pharmaceutical preparation. 
Moreover, "coating" may contain further the additive which does not have an adverse effect on 
coating and remedy pharmaceutical preparation by request. Furthermore, "coating" may be the 
liquid which dissolved or distributed each above-mentioned component to water or an organic 
solvent. Especially the class of this organic solvent is not limited, for example, ketones [, such as 
an alcohols; acetone, ], such as a methanol, ethanol, and isopropyl alcohol, can be used for it. 
Moreover, the mixed liquor of water and an organic solvent can also be used. 
[001 1] As the above-mentioned coating basis, a glycocalyx basis, a water-soluble film coating 
basis, an enteric film coating basis, a sustained-release film coating basis, etc. are mentioned, for 
example. As a glycocalyx basis, white soft sugar is used and one sort chosen fi'om talc, a 
precipitated calcium carbonate, gelatin, gum arable, a pullulan, a cull navarho, etc. or two sorts or 
more may be further used together, as a water-soluble film coating basis, polysaccharide [, such 
as a synthetic macromolecule; pullulan ], such as cellulose type giant-molecule; polyvinyl-acetal 
diethylamino acetate, such as hydroxypropylcellulose, hydroxypropyl methylcellulose, 
hydroxyethyl cellulose, and methyl hydroxyethyl cellulose, aminoalkylmetaacrylatecopolymer E 
[OIDORAGITTOE (trade name) and loam FARUMA]. and a polyvinyl pyrrolidone. etc, is 
mentioned, for example. As an enteric film coating basis, it is the hydroxypropyl methylcellulose, 
for example. Phthalate. Hydroxypropyl methylcellulose Acetate succinate. Cellulose type 
macromolecules, such as carboxy methyl ethyl cellulose and cellulose acetate phthalate; 
Methacrylic acid copolymer L[OIDORAGITTOL (trade name) Loam FARUMA], methacrylic acid 
copolymer LD[OIDORAGITTO L-30D55 (trade name). Acrylic-acid system macromolecules, such 
as loam FARUMA] and methacrylic acid copolymer S [OIDORAGITTOS (trade name) and loam 
FARUMA]; natural products, such as a shellac, etc. are mentioned. As a sustained-release film 
coating basis, acrylic-acid system macromolecules, such as OIDORAGITTO RS (trade name) and 
cellulose type macromolecule [, such as ethyl cellulose. ]; aminoalkylmetaacrylatecopolymer RS 
[loam FARUMA] ethyl-acrylate methacrylic acid methyl copolymer suspension [OIDORAGITTO 
NE (trade name) and loam FARUMA], etc. are mentioned, for example. Two or more sorts may be 
mixed and used for the above-mentioned coating basis at the proper rate. 
[0012] As the above-mentioned additive, a coloring agent, perfume, etc. are mentioned, for 
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example and the addition is an amount used for manufacture of common pharmaceutical 
preparation. As a coloring agent, water-soluble edible tar dyes (an example, Food Red No.2 and 
No. 3, Food Yellow No.4 and No. 5. Food Blue No.1, No. 2, etc.). water-insoluble nature lake 
coloring matter (aluminum salt of said water-soluble edible tar dyes etc.), natural coloring matter 
(an example, beta carotene, chlorophyll, etc.), etc. are mentioned, for example. As perfume, lemon 
oil. Orange, dh, or l-menthol is mentioned, for example. 

[0013] "Coating" of this invention is manufactured by mixing, after adding the above-mentioned 
additive for each component, such as the above-mentioned "protection-fromHight agent which 
may generate a free radical by ultraviolet rays", a "free radical elimination agent", "oil chosen 
from ester and alcohols", or a "alkali", and a coating basis by request. Moreover, "coating" is 
manufactured also by dissolving or distributing each above-mentioned component to water or 
the above-mentioned organic solvent, and can obtain a uniform coat by such manufacture 
approach. 

[0014] The "remedy pharrnaceutical preparation" of this invention is obtained by covering a 
"drug content constituent" with the above-mentioned coating. Even if** "a drug content 
constituent" is "drug" independent, they may be a "drug" and mixture with the "pharmaceutical 
preparation component" of common use used for manufacture of remedy pharmaceutical 
preparation. As dosage forms of a drug content constituent, a tablet, powder, a granule, a fine 
jgrain agent, a pill, etc. are mentioned, for example. 

[0015] The drug disassembled as a "drug" with light, the drug especially disassembled by 
ultraviolet rays, the drug disassembled with a free radical, the aldehydes (an example, 
formaldehyde, acetaldehyde) which a free radical decomposes a pharmaceutical preparation 
component and produces, acids (an example, formic acid), or a peroxide is mentioned. As such a 
drug, for example A nourishment strong preservative, an alleviation-of-fever painkilling 
antiphlogistic, A psychopharmaceutical, an anti-anxiety drug, an antidepressant, a sedative 
hypnotic, antispasmodic, a central nervous system acting drug. A brain metabolism improvement 
agent, an antiepiletic agent, a sympathomimetic drug, digestive medicine, antacid, antiulcer drug. 
Expectorant cough suppressant, antemetic. a respiratory accelerator; a bronchodilator, an 
antiallergic drug. An agent for dental and oral use. an antihistamine, cardiotonic, the agent for 
arrhythmia, diuretic, an antihypertensive, A vasoconstrictor, a coronary vasodilator, a peripheral 
vasodilator, antilipemic, a choleretic drug, One sort or two sorts or more of components chosen 
from an antibiotic, a chemotherapic drug, a diabetes-mellitus therapy agent, an osteoporosis 
therapy agent, a neuromuscular junction blocking drug, a ****** agent, a hormone drug, alkaloid 
system narcotics, sulfa drugs, the arthrifuge. the anticoagulant, the anticancer drug, the 
Alzheimer remedy, etc. are mentioned. The content In the "remedy pharmaceutical preparation" 
of these "a drug" should just be an effective dose of a "drug." 

[0016] Hereafter, the example of the above-mentioned drug is described. As a nourishment 
strong preservative, mineral; proteins, such as vitamin A, vitamin D, vitamin E (acetic-acid d- 
alpha-tocopherol etc.), vitamins B1 (dibenzoyi thiamine, fursultiamine hydrochloride, etc.), 
vitamins B2 (riboflavin tetrabutyrate etc.), vitamins B6 (pyridoxine hydrochloride etc.), vitamin C. 
vitamin; calcium (an ascorbic acid, sodium L-ascorbate, etc.) of vitamins 812 (hydroxocobaiamin 
acetate etc.), magnesium, and iron, amino acid, an oligosaccharide, a crude drug. etc. are 
mentioned, for example. As an alleviation-of-fever painkilling antiphlogistic, aspirin, 
acetaminophen, ethenzamide. tbuprofen. diphenhydramine hydrochloride, dl-chlorpheniramine 
maleate, dihydrocodeine phosphate, NOSUKABIN, methylephedrine hydrochloride, the 
phenylpropanolamine hydrochloride, caffeine, anhydrous caffeine, serrapeptase, lysozyme 
chloride, tolfenamic acid, mefenamic acid, diclofenac sodium, flufenamic acid, salicylamide, 
aminopyrine. ketoprofen, indomethacin. BUKORORU, pentazocine, etc. are mentioned, for 
example. As a psychopharmaceutical, chlorpromazine, reserpine, etc. are mentioned, for example. 
As an anti-anxiety drug, alprazolam, chlordiazepoxide, diazepam, etc. are mentioned, for example. 
As an antidepressant, imipramine, maprotiline, an amphetamine, etc. are mentioned, for example. 
[0017] As a sedative hypnotic, estazolam, nitrazepam, diazepam, the perlapine, phenobarbital 
sodium, etc. are mentioned, for example. As antispasmodic, scopolamine hydrobromide. 
diphenhydramine hydrochloride, papaverine hydrochloride, etc. are mentioned, for example. As a 
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central nervous system acting drug, citicoline, ROCHIRENIN, etc. are mentioned, for example. As 
a brain metabolism improvement agent, IDEBENON, vinpocetine, hydrochloric-acid 
MEKUROFENIKISETO. 8-[1-oxo~3-[l-(phenylmethyl) piperidine-4-IRU] propyl]-2, 3 and 4, and 
5-tetrahydro-1H-1 -bends azepine or its salt is mentioned, for example. As an antiepiletic agent 
phenytoin. carbamazepine, etc. are mentioned, for example. As a sympathomimetic drug, 
isoproterenol hydrochloride etc. is mentioned, for example. As digestive medicine, medicines for 
intestinal disorders, such as stomachic digestive; hydrochloric-acid pel PERIN, such as diastase, 
saccharated pepsin, an extract of scopolia, cellulase AP 3, lipase AP, and cinnamon oil, 
antibiotics-resistant lactic acid bacteriae. and lactobacillus bifidus. etc. are mentioned, for 
example. As antacid, a magnesium carbonate, a sodium hydrogencarbonate, magnesium 
aluminometasilicate. synthetic hydrotalcite, a precipitated calcium carbonate, a magnesium oxide, 
etc. are mentioned, for example. As antiulcer drug, the Benz imidazole system compound (an 
example, lansoprazole, omeprazole, rabeprazole, punt PURAZORU). famotidine, cimetidine, 
ranitidine hydrochloride, etc. are mentioned, for example. 

[0018] As expectorant cough suppressant, hydrochloric-acid cloperastine, a hydrobromic-acid 
DEKISUTORO melt fan, theophylline, a GUAYA call sulfonic-acid potassium, guaifenesin, codein 
phosphate, etc. are mentioned, for example. As antemetic. difenidol hydrochloride^ 
metoclopramide, etc. are mentioned, for example. As a respiratory accelerator, levallorphan 
tartrate etc. is mentioned, for example. As a bronchodilator, theophylline, a sulfuric-acid ape 
butanol, etc. are mentioned, for example. As an antiallergic drug, amiexanox, seratrodast. etc. are 
mentioned, for example. As an agent for dental and oral use. oxytetracycline, triamcinolone 
acetonide, chlorhexidine hydrochloride, lidocaine, etc. are mentioned, for example. As an 
antihistamine, diphenhydramine hydrochloride, a promethazine, isothipendyl hydrochloride, dl- 
chlorpheniramine maleate. etc. are mentioned, for example. As cardiotonic, caffeine, digoxin, etc. 
are mentioned, for example. As an agent for arrhythmia, procainamide hydrochloride, propranolol 
hydrochloride, pindolol, etc. are mentioned, for example. As diuretic, iso SORUPIDO, furosemide, 
etc. are mentioned, for example. As an antihypertensive, they are deiaprit hydrochloride, 
captopril. a hexamethonium bromide, hydralazine hydrochloride, a hydrochloric-acid RAPETA roll, 
manidipine hydrochloride, and candesartan. for example. SHIREKI cetyl, methyldopa. a Losartan. 
valsartan, EPURO sultan, irbesartan, tasosartan, telmisartan, POMISARUTAN, RIPISARUTAN, 
FORA sultan, etc. are mentioned. 

[0019] As vasoconstrictor, phenylephrine hydrochloride etc. is mentioned, for example. As a 
coronary vasodilator, carbocromen hydrochloride, molsidomine, hydrochloric-acid PERAPAMIRU, 
etc. are mentioned, for example. As a peripheral vasodilator, cinnarizine etc. is mentioned, for 
example. As antilipemic, auction bus TANCHIN sodium, simvastatin, PURABASUSUTACHIN. etc. 
are mentioned, for example. As a choleretic drug, dehydrocholic acid, TOREPIPUTON, etc. are 
mentioned, for example. As an antibiotic, monobactam antibiotic; penem system antibiotics [, 
such as synthetic-antimicrobials; carumonam sodium, ], such as cephem antibiotic; ampicillins, 
such as cefalexin, amoxicillin, hydrochloric-acid PIPUMESHIRINAMU. cefotiam dihydrochloride, 
cefozopran hydrochloride, cefmenoxime hydrochloride, and cefsulodin sodium, SHIKURASHIN, 
sulbenicillin sodium, nalidixic acid, and enoxacin, a KARUPA penem system antibiotic, etc. are 
mentioned, for example. As a chemotherapic drug, hydrochloric-acid sulfamethizole. 
thiazosulfone, etc. are mentioned, for example. As a diabetes-mellitus therapy agent, 
tolbutamide, voglibose. a thiazolidinedione derivative (an example, pioglitazone hydrochloride, 
troglitazone. 5-[[4-[2-(methyl-2-piIus JINIRU amino) ethoxy] phenyl] methyl]-2, 4-thiazoline 
dione), acarbose. a MIGURI toll. EMIGURITETO, etc. are mentioned, for example. As an 
osteoporosis therapy agent, ipriflavone etc. is mentioned, for example. As a neuromuscular 
junction blocking drug, a METOKARUPA mall etc. is mentioned, for example. As a **3j<*** agent, 
the meclizine hydrochloride, cymene HIDORINATO, etc. are mentioned, for example. 
[0020] As a hormone drug. RIOCHININ sodium, phosphoric-acid DEKIMETAZON sodium, 
prednisolone, oxendolone, leuprorelin acetate, etc. are mentioned, for example. As alkaloid 
system narcotics, opium, morphine hydrochloride, ipecac, oxycodone hydrochloride, opium 
alkaloids hydrochlorides, cocaine hydrochloride, etc. are mentioned, for example. As sulfa drugs, 
sulfamine, sulfamethizole, etc. are mentioned, for example. As arthrifuge, allopurinol, a colchicine. 
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etc. are mentioned, for example. As an anticoagulant, dicumarol is mentioned, for example. As an 
anticancer drug. 5~-fluorouracil, a uracil, a mitomycin, etc. are mentioned, for example. As an 
Alzheimer disease remedy, IDEBENON. vinpocetine, 8-[l-oxo — 3-[1-(phenylmethyl) piperidine- 
4-IRU] propyl]-2, 3 and 4, and 5-tetrahydro-1H-1 -bends azepine or its salt is mentioned, for 
example. 

[0021] Moreover, since the aldehydes (the example, the formaldehyde, acetaldehyde), the acids 
(the example, formic acid), or the peroxide which ultraviolet rays, a free radical, or a free radical 
decomposes a pharmaceutical preparation component, and produces is easy to decompose, as 
for the "drug" which has an amino group or an imino group, it is desirable to use as a "drug" the 
"drug" which has an amino group or an imino group. 
[0022] A "drug" is a formula [** 1] still more preferably. 

<;ct;::^-««->»-c- 

the inside of [type, and X — Rl-N — < (Rl shows the acyl group which may have the 
hydrocarbon group which may have the hydrogen atom and the substituent. or the substituent) - 
- the benzene ring in which an oxygen atom or a sulfur atom may be shown, R2 may show the 
hydrocarbon group which may have the hydrogen atom or the substituent to. and Ring A may 
have the substituent — in k, m shows the integer of 1-8 and n shows the integer of 1-6 for the 
integer of 0-3. ] It comes out and they are the compound expressed and its salt. In said formula 
(I), the shape of a chain, annular, saturation, partial saturation, and the hydrocarbon group that 
consists of such various combination further are mentioned, for example as a "hydrocarbon 
group" of "the hydrocarbon group which may have the substituent" shown by Rl and R2. As a 
chain-like saturated hydrocarbon radical, the alkyi group (for example, methyl, ethyl, propyl, 
isopropyl, butyl, isobutyl. tert-butyl. pentyl. hexyl) of the carbon numbers 1-11 (C 1-1 1) of the 
shape of the shape of a straight chain and branching is mentioned, for example. As a chain-like 
unsaturated hydrocarbon radical, the alkenyl radical (for example, vinyl, an allyl compound, 2- 
butenyl, isopropenyl) of C 2-4 of the shape of the shape of a straight chain and branching and 
the alkynyl group (an example, ethynyl, 2-propynyl, 2-butynyl, 3-butynyl) of C 2-4 are 
mentioned. As a cycloalkane radical, the monocycle cycloalkyi radical (for example, cycio propyl, 
cycle butyl, cyclopentyl, cyclohexyl) of C 3-7 and the bridge formation ring type saturated 
hydrocarbon radical (for example, bicycle [3.2.1] oct-2-IRU and bicycle [3.3.1] non -2-IRU, 
adamantane-1-IRU) of C 8-14 are mentioned. A phenyl group, a naphthyi group, etc. are used as 
an annular unsaturated hydrocarbon radical. 

[0023] Moreover, the shape of a chain previously illustrated as the aforementioned "hydrocarbon 
group", annular, saturation. The hydrocarbon group which consists of various combination of the 
hydrocarbon group of partial saturation is sufficient. For example, seven to CI 8 aralkyi (for 
example, tolyl, xylyl; one to alpha-naphthyl-C8 alkyls, such as phenyl-C1-12 alkyl;alpha-naphthyl 
methyls, such as benzyl, phenethyl. phenylpropyl. phenyl butyl, phenyl pentyl, and phenyl hexyl), 
The C8-18 aryl alkenyl (for example, two to phenyhC12 alkenyl, such as styryl, cinnamyl. 4- 
phenyl-2-butenyl. and 4-phenyl-3-butenyl), C8-18 aryl alkynyl (for example, two to phenyl-C12 
alkynyl. such as phenethyl, 3-phenyl-2-propynyl, and 3-phenyl-1-propynyl). One to 03-7 
cycloalkyl-C6 alkyI (for example) Cyclopropyl methyl, cycle butyl methyl, cyclopentyl methyl, 
cyclohexyl methyl, cycloheptyl methyl, cycle propylethyl. cycle butyl ethyl, cyclopentyl ethyl, 
cyclohexyl ethyl, cycloheptyl ethyl, cycle propyl butyl. Cycle butyl butyl, cyclopentyl butyl, 
cyclohexyl butyl, cycloheptyl butyl, cycle propyl pentyl, cycIo butyl pentyl, cyclopentyl pentyl, 
cyclohexyl pentyl, cycloheptyl pentyl, cycle propyl hexyl, CycIo butyl hexyl. cyclopentyl hexyl. 
cyclohexyl hexyl. cycloheptyl hexyl, etc. are mentioned. 

[0024] As a "hydrocarbon group" of "the hydrocarbon group which may have the substituent" 
expressed with Rl. the shape of a straight chain, branching-like CI -7 alkyI group (for example, 
methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, pentyl, isopentyl, hexyl, 
heptyl), or a 07-10 aralkyi radical (for example, benzyl, phenethyl. phenylpropyl) is desirable also 
in the above. As a "hydrocarbon group" of "the hydrocarbon group which may have the 
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substituent" expressed with R2, C7-10 aralkyi (for example, benzyl, phenethyl. phenylpropyl) etc. 
is desirable also in the above. The above-mentioned hydrocarbon expressed with Rl and R2 may 
have the substituent in the replaceable location. As a substituent which chain-like saturation and 
chain-like partial saturation which are expressed with Rl and R2, and which were described 
above, and a cycloalkane radical may have For example, a halogen atom (for example, a fluorine, 
chlorine, a bromine, iodine), a nitro group, A cyano group, a hydroxy group, CI -4 alkoxy group 
(for example, methoxy and ethoxy , propyloxy, butyloxy, isopropyloxy), CI -4 alkylthio group (for 
example, a methylthio, ethyl thio, propyl thio. isopropyl thio, butyl thio), The amino group, 
monochrome, or a JI CI -4 alkylamino radical (for example, methylamino, ethylamino, propylamine, 
dimethylamino, diethylamino), The annular amino group (for example, pyrrolidine, piperidino), 
morpholino, a CI -4 alkyi carbonylamino radical (For example, the alkyi carbonylamino whose alkyi 
parts, such as acetylamino, propionylamino, and butyryl amino, are C 1-4), A CI -4 alkyi 
sulfonylamino radical (for example, methylsulfonylamino, ethyl sulfonylamino). A CI -4 alkoxy 
carbonyl group (for example, methoxycarbonyl, ethoxycarbonyl, propoxy carbonyl), A hydroxy 
carbonyl group, a CI -6 alkyi carbonyl group For example, (acetyl, a propionyl, the butyryl, valeryl, 
hepta-noil), A carbamoyl group, monochrome, or a JI CI -4 alkyi carbamoyl group For example, 
(N-methyl carbamoyl, N-ethyl carbamoyl, N-propyl carbamoyl, N-butylcarbamoyI), A CI -6 alkyi 
sulfonyl group (for example, a methyl sulfonyl, an ethyl sulfonyl, a propyl sulfonyl) etc. is 
mentioned, and you may have 1 chosen from these thru/or five pieces. 

[0025] As the substituent of "the benzene ring which may have the substituent" expressed with 
Ring A in a formula (I), and a substituent of the annular unsaturated hydrocarbon radical 
expressed with Rl and R2 For example, C1-4 alkyi group (for example, methyl, ethyl, propyl, 
butyl), A halogen atom (for example, a fluorine, chlorine, a bromine, iodine), a nitro group, A cyano 
group, a hydroxy group, CI -4 alkoxy group (for example^ methoxy and ethoxy , propyloxy, 
butyloxy, isopropyloxy), CI -4 alkylthio group (for example, a methylthio, ethyl thio, propyl thio, 
isopropyl thio, butyl thio). The amino group, monochrome, or a JI CI -4 alkylamino radical (for 
example, N-methylamino, N-ethylamino, N-propylamino, N, and N-dimethylamino, N, and N- 
diethylamino). The annular amino group (for example, pyrrolidine, piperidino), morpholino, a CI -4 
alkyi carbonylamino radical For example, (acetylamino, propionylamino, butyryl amino). An 
aminocarbonyl oxy-radical, monochrome, or a JI CI -4 alkyi carbamoyloxy radical For example, 
(N-methylcarbamoyloxy, N-ethyl carbamoyloxy, N, N-dimethylcarbamoyloxy, N,N- 
diethylcarbamoyloxy), a CI -4 alkyi sulfonylamino radical (for example, methylsulfonylamino — ) 
Ethyl sulfonylamino, propyl sulfonylamino, a CI -4 alkoxy carbonyl group (for example, 
methoxycarbonyl, ethoxycarbonyl, propoxy carbonyl, iso butoxycarbonyl), A carboxy group, a CI- 
6 alkyi carbonyl group (for example, acetyl, a propionyl, butyryl, cyclohexyl carbonyl), A 
carbamoyl group, monochrome, or a JI CI -4 alkyi carbamoyl group (For example, N-methyl 
carbamoyl, N-ethyl carbamoyl, N-propyl carbamoyl, N-butylcarbamoyl, N, and N- 
diethylcarbamoyl, N, and N-dibutyl carbamoyl), A CI -6 alkyi sulfonyl group (for example, a methyl 
sulfonyl, an ethyl sulfonyl, a propyl sulfonyl, a cyclopentyl sulfonyl. a cyclohexyl sulfonyl), The 
phenyl which may have 1-4 substituents, naphthyl, phenoxy. Benzoyl, phenoxy carbonyl, phenyl 
CI -4 alkyi carbamoyl, Phenylcarbamoyl. phenyl CI -4 alkyi carbonylamino, Benzoylamino, a 
phenyl CI -4 alkyi sulfonyl, a phenyl sulfonyl. Phenyl CI -4 alkyi sulfinyl, phenyl CI -4 alkyi 
sulfonylamino, or a phenyl sulfonylamino radical (as a substituent in each phenyl group or 
naphthyl group) For example, CI -4 alkyi group, CI -4 alkoxy group which were illustrated above, 
halogen atoms, such as a fluorine, chlorine, a bromine, and iodine, a hydroxyl group, a benzyloxy 
radical, the amino group, monochrome or a JI CI -4 alkylamino radical, a nitro group, a CI -4 alkyi 
carbonyl group, etc. are used. etc. — it is mentioned. About 1-3 pieces are suitable for the 
number of the substituents of "the benzene ring which may have the substituent" expressed 
with these rings A, or the annular unsaturated hydrocarbon radical expressed with Rl and R2. 
[0026] As a substituent of "the hydrocarbon group which consists of various combination of the 
shape of a chain, annular, saturation, and an unsaturated hydrocarbon radical" expressed with Rl 
and R2 For example, CI -4 alkyi group (for example, methyl, ethyl, propyl, butyl), A halogen atom 
(for example, a fluorine, chlorine, a bromine, iodine), a nitro group, A cyano group, a hydroxy 
group. CI -4 alkoxy group (for example, methoxy and ethoxy , propyloxy, butyloxy, isopropyloxy). 
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CI -4 alkylthio group (for example, a methylthio, ethyl thio. propyl thio. isopropyl thio. butyl thio). 
The amino group, monochrome, or a JI CI -4 alkylamino radical (for example, N-methylamino. N- 
ethylamino. N-propylamino, N, and N-dimethylamino, N, and N-diethylamino), The annular amino 
group (for example, pyrrolidine, piperidino), morpholino, a CI -4 alkyi carbonylamino radical For 
example, (acetylamino, propionylamino, butyryl amino), A carbamoyloxy radical, monochrome, or a 
JI CI -4 alkyI carbamoyloxy radical For example, (N-methylcarbamoyloxy, N-ethyl carbamoyloxy, 
N, N-dimethylcarbamoyloxy, N,N-diethylcarbamoyloxy), a CI -4 alkyI sulfonylamino radical (for 
example, methylsulfonylamino — ) Ethyl sulfonylamino, propyl sulfonylamino, a C1-4 alkoxy 
carbonyl group (for example, methoxycarbonyl, ethoxycarbonyl, propoxy carbonyl, iso 
butoxycarbonyl), A hydroxy carbonyl group, a CI -6 alkyI carbonyl group For example, (acetyl, a 
propionyl, butyryl, cyclohexyl carbonyl), A carbamoyl group, monochrome, or a JI CI -4 alkyI 
carbamoyl group (For example, N-methyl carbamoyl, N-ethyl carbamoyl, N-propyl carbamoyl, N- 
butylcarbamoyl, N, and N-diethylcarbamoyI, N, and N-dibutyl carbamoyl), A C1-6 alkyI sulfonyl 
group (for example, a methyl sulfonyl, an ethyl sulfonyl, a propyl sulfonyl, a cyclopentyl sulfonyl, a 
cyclohexyl sulfonyl). The phenyl which may have 1-4 substituents, naphthyl, phenoxy. Benzoyl, 
phenoxy carbonyl, phenyl CI -4 alkyI carbamoyl, PhenylcarbamoyI, phenyl CI -4 alkyI 
carbonylamino, Benzoylamino, a phenyl CI -4 alkyI sulfonyl, a phenyl sulfonyl. Phenyl C1-4 alkyI 
sulfinyl, phenyl CI -4 alkyI sulfonylamino, or a phenyl sulfonylamino radical (as a substituent on 
each annular radical) For example, CI -4 alkyI groups, such as methyl, ethyl, propyl, butyl, and 
isopropyl, CI -4 alkoxy groups, such as methoxy and ethoxy , propyloxy, isopropyloxy, and 
butyloxy, halogen atoms, such as a fluorine, chlorine, a bromine, and iodine, a hydroxyl group, a 
benzyloxy radical, the amino group, the monochrome like the above or the JI CI -4 alkylation 
amino group, a nitro group, the CI -4 alkyI carbonyl group like the above* etc. are mentioned, etc. 
— it is mentioned. About 1 -5 pieces are suitable for the number of the permutations of these 
hydrocarbon groups. 

[0027] As an "acyl group" of "the acyl group which may have the substituent" shown by R1 A 
carboxylic-acid acyl group (for example, C2-8 alkyI carbonyl or phenyl carbonyls, such as formyl, 
and acetyl, a propionyl, butyryl, benzoyl), a sulfonic-acid acyl group (for example, a methane 
sulfonyl, an ethane sulfonyl, and a propane sulfonyl — ) A CI -7 alkyI sulfonyl or phenyl sulfonyls, 
such as benzenesulphonyl and p-tosyl, A phosphonic acid acyl group (for example, CI -7 alkyI 
phosphonyl, such as methane phosphonyl, ethane phosphonyl, propane phosphonyl, and benzene 
phosphonyl, or phenyl phosphonyl), A permutation oxy-carbonyl group (for example. CI -8 
alkyloxy carbonyl or C7-8 aralkyloxy carbonyls, such as ethoxycarbonyl, tert-butoxycarbonyl, 
and benzyloxycarbonyl) is mentioned. Especially, a C2-8 alkyI carbonyl group Is desirable. As a 
substituent which these acyl groups may have, Monod who has a halogen atom (for example, a 
fluorine, chlorine, a bromine, iodine), an amino group, and CI -6 alkyI group (for example, methyl, 
ethyl, propyl, hexyl) or a G alkylamino radical, CI -4 alkoxy group (for example, methoxy and 
ethoxy . propoxy), etc. are mentioned, and you may have 1-2 of these radicals preferably in 1-3 
replaceable locations. 

[0028] The desirable embodiment of a compound (it may only be written as a compound (I) 
among this description) expressed with a formula (I) Is described below, as X — R1 -N — < — it 
is desirable and, as for cases, such as a hydrogen atom, the shape of a straight chain, branching- 
like CI -3 alkyI group (for example, methyl, ethyl, propyl, isopropyl), benzyl, phenyl. CI -4 alkyI 
carbonyl (for example, acetyl, a propionyl, butyryl), benzoyl, and CI -4 alkoxy carbonyl (for 
example, methoxycarbonyl, ethoxycarbonyl), R1 is more desirable especially. X — especially — 
desirable — HN — < — it is . As R2. the benzyl or alpha-naphthyl methyl group permuted by no 
permuting or 1 thru/or two halogen atoms (for example, a fluorine, chlorine), methyl, 
nitroglycerine, and/or methoxy is desirable, and especially non-permuted benzyl is desirable. As 
a substituent on Ring A, a fluorine, chlorine, trifluoromethyl, methyl, methoxy. etc. are desirable, 
and especially a fluorine is desirable. Moreover, [Formula 2] when the sum (k+m) of k and m is 
the integer of 2-6 
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The case where five to ** 9 membered-ring is formed is desirable, and the case where k+m is 4 
especially is desirable. As a combination of k and m. when k is 0. 2. 3. 4. or 5k is [ m / ****** ] 1 
and 1. 2, or 3 is [ m / ****** / k ] 2 again, as for m, 2 is still more desirable. Namely, [Formula 
3j 

\CCB,)„A^ (X = R^-N<) 

Come out and as nitrogen-containing condensation heterocycle expressed 2, 3-dihydro-1H- 
Indore. 1. 2, 3, 4-tetrahydroquinoline, 2, 3 and 4. 5-tetrahydro-1 H-1 -bends azepine, 2, a 3- 
dihydro-1 H-iso indole, 1, 2 and 3, 4-tetrahydroisoquinoline, 2, 3. 4, 5-tetrahydro-1H-2-bends 
azepine. 2. 3 and 4, 5-tetrahydro-1 H-3-bends azepine, 1, 2, 3. 4, 5. 6-hexahydro-1 -bends 
azocine, 1 , 2, 3, 4 and 5, 6-hexahydro-2-bends azocine, 1 , 2. 3. 4, 5, 6-hexahydro-3-bends 
azocine, 2, 3, 4, 5 and 6, 7-hexahydro-l H-1 -bends AZONIN, 2, 3, 4, 5. 6, 7-hexahydro-1 H-2- 
bends AZONIN, 2, 3, 4, 5 and 6, /-hexahydro-l H-3-bends AZONIN. 2, 3, 4. 5 and 6, and 7- 
hexahydro-1H-4-bends AZONIN is desirable. [0029] 
[Formula 4] 

\(CBO„-^ (X=0) 

Come out and as oxygenated condensation heterocycle expressed 2, 3-dihydrobenzofuran, 1, 3- 
dihydroiso benzofuran, 3. 4-dihydro-2H-1-benzopyran. 3. 4-dihydro-1 H-2-benzopyran, 2. 3 and 
4, 5-tetrahydro-1-benzooxepin, 1, 3, 4. 5-tetrahydro-2-benzooxepin. 1. 2 and 4. 5-tetrahydro-3- 
benzooxepin, 3, 4, 5, 6-tetrahydro-2H-1-benzoOKISOSHIN. 3, 4 and 5, 6-tetrahydro-1 H-2- 
benzoOKISOSHIN, 1, 4, 5, 6-tetrahydro-2H-3-benzoOKISOSHIN, 2, 3, 4, 5 and 6, 7-hexahydro- 

1- benzoOKISONIN. 1. 3. 4. 5. 6. 7-hexahydro-2-benzoOKISONIN, 1, 2. 4, 5 and 6. 7-hexahydro- 
3-benzoOKISONIN, 1, 2, 3. 5 and 6, and 7-hexahydro-4-benzoOKISONIN etc. is desirable 
[0030] 

[Formula 5] 

x^^^^'^^YTii 

Come out and as sulfur-containing condensation heterocycle expressed 2, a 3~[dihydrob] 
thiophene, A 1 and 3-dihydrobenzo[c] thiophene. 3, 4-dihydro-2H-1-benzothiopyran, 3. 4- 
dihydro-1H-2-benzothiopyran. 2. 3 and 4. S-tetrahydro-l-benzothiepine, 1, 3, 4, 5-tetrahydro- 

2- benzothieplne. 1, 2 and 4. 5-tetrahydro-3-benzothiepine, 3, 4, 5, 6-i:etrahydro-2H-1- 
benzothiosin, 3. 4 and 5. 6-tetrahydro-1H-2-benzothlosin, 1, 4. 5, 6~letrahydro-"2H-3~ 
benzothiosin, 2, 3, 4. 5 and 6, the 7-hexahydro-1-benzothionine, The 1, 3, 4, 5. 6. 7-hexahydro" 
2-benzothionine, 1, 2. 4, 5 and 6, 7-hexahydro-3-benzothionine, 1, 2, 3. 5 and 6, and 7- 
hexahydro-4-benzothionine etc, is desirable. 

[0031] 
[Formula 6] 

CO . cX) ^'^^ H'OO 

[~ R3 shows a hydrogen atom or CI -3 alkyi group among a formula.] It comes out and it is the 
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nitrogen-containing condensation heterocycle expressed, and a bends azepine ring is especially 
desirable. The CI -3 alky! groups shown by R3 are methyl, ethyl, propyl, and isopropyl among the 
above-mentioned formula. As for n, 1. 2 or 3, especially 2 are desirable. A compound (I) Is 8-[1- 
oxo — 3-[1-(phenylmethyl) piperidine-4-IRU] propyl]-2, 3 and 4, and 5-tetrahydro-1H-1 -bends 
azepine especially preferably. 

[0032] The acid addition salt especially physiologically permitted as a salt of a compound (I) is 
desirable. As those salts, a salt with an inorganic acid (an example, a hydrochloric acid, a 
phosphoric acid, a hydrobromic acid, sulfuric acid) or a salt with an organic acid (an example, an 
acetic acid, a formic acid, a propionic acid, a fumaric acid, a maleic acid, a succinic acid, a 
tartaric acid, a citric acid, a malic acid, oxalic acid, a benzoic acid, methansulfonic acid, 
benzenesulfonic acid) is mentioned, for example. Furthermore, when the compound (I) has acidic 
groups, such as -COOH, a compound (I) may form an inorganic base (an example, sodium, a 
potassium, calcium, magnesium, ammonia) or an organic base (an example, triethylamine), and a 
salt. The salt of a compound (I) is an organic-acid salt especially preferably. A compound (I) or 
its salt is 8-[1-oxo — 3-[1-(phenylmethyl) piperidine-4-IRU] propyl]-2, 3 and 4, and 5- 
tetrahydro-1H-1 -bends azepine especially preferably. It is fumarate. A compound (I) or its salt is 
manufactured by JP,5-140149,A by the approach according to the well-known approach of a 
publication, or this, and is sold to it. 

[0033] As the above-mentioned "pharmaceutical preparation component", for example The 
example of excipient [, a lactose, white soft sugar, D-mannitol. D-sorbitol. starch (corn starch, 
potatostarch, etc.). Pregelatinized starch, a dextrin, crystalline cellulose, hydroxypropylcellulose. 
Carboxymethylcellulose sodium, gum arable, a dextran, ], such as a pullulan. light anhydrous 
silicic acid, synthetic aluminum silicate, and magnesium aluminometasilicate, a binder (an 
example, pregelatinized starch, cane sugar, gelatin, and gum arable powder — ) Methyl cellulose, a 
carboxymethyl cellulose, carboxymethylcellulose sodium, Hydroxypropylcellulose, the 
hydroxypropyl methylcellulose. A polyvinyl pyrrolidone. crystalline cellulose, a dextrin, a pullulan, 
etc., lubricant (an example, magnesium stearate, and calcium stearate — ) The example of 
disintegrator [. a lactose, white soft sugar, carboxymethyl celluloses, such as talc and a colloidal 
silica, hydroxypropylcellulose and starch (corn starch — ) ] and coloring agents, such as light 
anhydrous silicic acid, such as potatostarch. cross carmellose sodium, carboxy-methyl-starch 
sodium, and carboxymethyl-cellulose calcium, perfume, corrigent, an adsorbent, antiseptics, a 
wetting agent, an antistatic agent, a breaking extension agent, etc. are mentioned. The amount 
used for manufacture of common pharmaceutical preparation may be used for the addition of the 
above-mentioned pharmaceutical preparation component. 

[0034] As dosage forms of the "remedy pharmaceutical preparation" of this invention, a tablet, a 
capsule, powder, a granule, a fine grain agent, a pill. etc. are mentioned, for example. A granule 
contains a particle with a particle size of about 177 micrometers or less for the particle of 
particle size 500 [ about ] - 1410 micrometers of abbreviation about 5 or less % of the weight 
about 90% of the weight or more. Moreover, a fine grain agent contains [ the particle of particle 
size 10 / about / - 500 micrometers of abbreviation ] a particle with a particle size of about 10 
micrometers or less for a particle with a particle size of about 500 micrometers or more about 
10 or less % of the weight about 5 or less % of the weight about 75% of the weight or more. A 
desirable fine grain agent contains [ the particle of particle size 1 05 / about / - 500 micrometers 
of abbreviation ] a particle with a particle size of about 74 micrometers or less for a particle with 
a particle size of about 500 micrometers or more about 10 or less % of the weight about 5 or less 
% of the weight about 75% of the weight or more. 

[0035] The "remedy pharmaceutical preparation" of this invention is manufactured by covering 
with "coating" the "drug content constituent" which mixes "the above-mentioned drug" and 
above-mentioned "pharmaceutical preparation component" with a conventional method, and is 
obtained. What is necessary is just to choose the amount of the coating used according to the 
dosage forms of remedy pharmaceutical preparation, the amount of the coating (dry weight) used 
to remedy pharmaceutical preparation — a tablet — about 0.1- about 30 % of the weight — 
desirable — about 0.5- about 10 % of the weight — it is — ; granule and a pill — about 0.1- 
about 50 % of the weight — desirable — about 1- about 20 % of the weight — it is — ; fine grain 
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agent — about 0.1- about 100 % of the weight — desirable — about 1- it is about 50 % of the 
weight. 

[0036] as the coat approach — the very thing — a well-known approach, for example, the pan 
coating method, a floating coating method, the approach that combined them with the rolling 
coating method pan are employable. Moreover, when coating is the solution or dispersion liquid 
containing water or an organic solvent, a spray coating method can also be adopted as the coat 
approach. The temperature in the case of a coat is usually about 25 - 40 degrees C of 
abbreviation preferably about 25 - 60 degrees C of abbreviation. Moreover, the time amount 
which a coat takes can be suitably chosen in consideration of the property of the coat approach 
and coating, the amount used, the property of remedy pharmaceutical preparation, etc. 
[0037] The "remedy pharmaceutical preparation" of this invention can be used for prevention or 
the therapies of a disease, such as senile dementia, an Alzheimer disease, Huntington's chorea, 
motion fault polypathia, and mania, when using a compound (I) or its salt as a drug. What is 
necessary is just to choose the dose of the "remedy pharmaceutical preparation" of this 
invention in consideration of the class of drug, the class of object disease, a symptom, dosage 
forms, etc., so that the dose as a drug may turn into an effective dose of this drug, for example, 
the case where a compound (I) or its salt is used as a drug — "remedy pharmaceutical 
preparation" — the dose of a compound (I) or its salt — an adult (weight of 60kg) — setting — 
about 0.01 mg - about lOOmg per day — desirable — about 0.1- about 30mg — more — 
desirable — about 0.3- it is the range used as about 1 Omg, and a medicine is prescribed for the 
patient in 1 time or 2 - 3 steps. 

[0038] Hereafter, the various kinds "remedy pharmaceutical preparation" of this invention are 
described concretely. "The stable remedy pharmaceutical preparation which it comes to cover 
with the protection-from-light agent which may generate a free radical by ultraviolet rays, and 
coating containing a free radical elimination agent" is manufactured by covering the above- 
mentioned "drug content constituent" with coating containing "the protection-from-light agent 
which may generate a free radical by ultraviolet rays", and a "free radical elimination agent" As 
for this coating, it is desirable to contain the oil further chosen from ester and alcohols. In this 
case, as for coating, it is desirable to contain an alkali further. Moreover, as this oil, a 
polyethylene glycol is desirable. As a suitable mode of** "remedy pharmaceutical preparation", 
"the stable remedy pharmaceutical preparation which it comes to cover with coating containing 
(i) titanium oxide and (ii) sodium hydrogensulfite, an ascorbic acid, sodium ascorbate, calcium 
ascorbate, dl-alpha-tocopherol, or the acetic-acid dl-alpha-tocopherol" is mentioned. Moreover, 
coating containing "the protection-from-light agent which may generate a free radical by 
ultraviolet rays", and a "free radical elimination agent" is manufactured by dissolving or 
distributing these components to purified water with a coating basis, for example. 
[0039] "The stable remedy pharmaceutical preparation which it comes to cover with the oil 
chosen from ester and alcohols and coating containing a free radical elimination agent" is 
manufactured by covering the above-mentioned "drug content constituent" with coating 
containing "the oil chosen from ester and alcohols", and a "free radical elimination agent." 
Moreover, coating containing "the oil chosen from ester and alcohols" and a "free radical 
elimination agent" is manufactured by dissolving or distributing these components to purified 
water with a coating basis, for example. 

[0040] "The stable remedy pharmaceutical preparation which it comes to cover with coating 
containing the oil chosen from ester and alcohols and an alkali" is manufactured by covering the 
above-mentioned "drug content constituent" with coating containing "the oil chosen from ester 
and alcohols", and a "alkali." As for this coating, it is desirable to contain the protection-from- 
light agent which may generate a free radical by ultraviolet rays further. Moreover, coating 
containing "the oil chosen from ester and alcohols" and a "alkali" is manufactured by dissolving 
or distributing these components to purified water with a coating basis, for example. 
[0041] 

[Embodiment of the Invention] An example and the example of a trial explain this invention more 

concretely below. 

[0042] 
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[Example] 2300g of example 1 purified water — hydroxypropylmethylcellulose 2910 (TC-5) 

1 29.6g and polyethylene glycol 6000 the free radical elimination agent which dissolves SO.Og and 

Is shown in 20.0g of titanium oxide, 0.4g of yellow iron sesquioxides. and [a table 1], or an alkali 

(these are hereafter written as a stabilizing agent) — 20.0g per sort was distributed, respectively 

and coating was manufactured, respectively. 

[A table 1] 



[0043] In 2300g of water made from example dispermy, they are hydroxypropylmethylcellulose 
2910 (TC-5) 121.6g and a polyethylene glycol 6000. SO.Og is dissolved, 20.0g of titanium oxide, 
0.4g of yellow iron sesquioxides, 14.0g of sodium hydrogensulfites, and 14.0g of sodium 
hydrogencarbonates are distributed, and coating is manufactured. 

[0044] In an example 3 fluid-bed granulation dryer (FD-3S and Powrex), they are 8-[1-oxo — 3- 
[l-(phenylmethyl) piperidine-4-IRU] propyl]-2, 3 and 4, and 5-tetrahydro-1H-1 -bends azepine 
fumarate (hereafter). The water solution which dissolved hydroxypropylcellulose (HPC-L) 60.0g 
was sprayed and corned by the inside of a plane after mixing to homogeneity 40.0g, mannitol 
1 600g, and corn-starch 220.0g written as compound A, and. subsequently it dried in the fluid bed 
granulation dryer. Using the power mill grinder (P-3, the Showa chemical machinery machining 
place), the granulation object obtained was cracked on I.Smmphi punching screen, and was made 
into the end of a particle size regulation. Furthermore, the same actuation as the above was 
repeated and the end of a particle size regulation was obtained. This end of a particle size 
regulation was taken 3456.0 g, 126.0 g corn starch and 18.0 g magnesium stearate were added to 
this, and it mixed with the tumbler mixer (TM-15. the Showa chemical machinery machining 
place), and considered as the granulation for making tablets. The making tablet (the tableting 
preassure of O.Bt / pestle) of this granulation was carried out by the weight of lOO.Omg using the 
pestle of 6.5mmphi with the rotary tableting machine (correction 19K, KIkusul factory), and It 
considered as the naked tablet. 

[0045] Film coated tablet 2800 locks each of a formula which spray various coating obtained in 
the example 1 on the naked tablet obtained, and contain 2.0mg of compound A per one lock in a 
film coating machine (HCT-20, Freund Industrial) in It and which are shown In [a table 2] were 
obtained. 
[A table 2] 

Tablet formula (presentation per one lock) : Group Loadings (mg) Compound A 2.0 D-mannitol 
80.0 Corn starch 1 4.5 Hydroxypropylcellulose 3.0 Magnesium stearate 0.5 Total (naked tablet) 
1 00.0 Naked tablet 1 00.0 (film component) 

Hydroxypropylmethylcellulose 2910 2.592 A polyethylene glycol 6000 0.6 Titanium oxide 0.4 A 
yellow iron sesquioxide 0.008 Stabilizing agent 0.4 Total 104.0 [0046] A film coated tablet is 
manufactured like an example 3 except using coating manufactured in the example 2 as example 
4 coating. 

[0047] Not using example of comparison 1 stabilizing agent, the film coated tablet was 
manufactured like the example 3 except setting the amount of hydroxypropylmethylcellulose 
2910 (TC-5) to 2.992mg per one lock. 

[0048] The film coated tablet obtained in the stability assessment trial example 3 and the 
example 1 of a comparison of example of trial 1 film coated tablet was put into the plastics petri 
dish, and the top face of a petri dish was fixed with the polyvinylidene chloride film (Saran Wrap, 
Asahl Chemical Industry), and a bonnet and In order to seal thoroughly, the periphery of a petri 
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dish was fixed with the cellophane tape, this petri dish — optical exposure [light source: — by 
the following approaches, after time-amount (1000 lux x 50 days)] [ doserl. 200,000 lux and, and ] 
carrying out a white fluorescent lamp and 1"methyl-8-[1-oxo — 3-[1 -(phenylmethyl) piperidine- 
4-IRU] propyl]-2. 3 and 4. 5-tetrahydro-1H-1 -bends azepine which are the decomposition 
product of compound A Fumarate (It is hereafter written as a decomposition product I) And the 
amount of generation of the formaldehyde which is the decomposition product of a polyethylene 
glycol was measured. 

[the quantum approach of a decomposition product I] — the conditions of the degree after 
dissolving by the mobile phase so that compound A may become in ml and about 200micrbg /, 
and filtering with a nonaqueous filter (0.45 micrometers) — a high-speed liquid column 
chromatography (HPLC) — the quantum was carried out by law. The amount of generation was 
expressed with the ratio with the initial content of compound A. 

HPLC condition detector: Ultraviolet-rays absorptiometer and measurement wavelength:245nm 
column:TSK gel-80Ts, bore:4.6mm, dieHength:150mm column temperature:40 degree-C mobile 
phase:0.05M potassium-dihydrogenphosphate solution (pH3.0)-acetonitrile mixture (volume ratio 
= 2:1) 

flow rate: — a part for 1ml/ — holding-time: — [quantum approach of formaldehyde] tablet 5 
lock is applied to 50ml distilled water for about 20 minutes, and it shakes for 30 minutes, and 
dissolves, and at-long-intervals alignment separation is carried out by 4000rpm for 10 minutes. 
The colorimetry (measurement wavelength of 550nm) of the filtrate which filters a supernatant 
with a drainage system filter (0.45 micrometers), and is obtained was carried out using the 
formaldehyde quantum kit (formaldehyde-Test Wako. Wako Pure Chem industry). In addition, the 
decomposition product I has the following physical properties. 

chemical formula: — C26H34N20 molecular weight: — 390.267 [0049] A result is shown in [a 
table 3]. It is shown among a table that ND was not detected. The limit of detection of 
formaldehyde of the limit of detection of the decomposition product I which is a decomposition 
product of compound A is 4microg / lock 0.05%. 
[A table 3] 
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As shown in [a table 3], generation of a decomposition product I and formaldehyde was 
controlled by using a stabilizing agent. That is, by using coating containing titanium oxide, a 
polyethylene glycol 6000. and a stabilizing agent, decomposition of the compound A in the 
uncoated tablet covered with this coating was controlled, and the amount of generation of the 
formaldehyde which has an adverse effect on compound A was also controlled. 
[0050] The assessment trial compound A, the titanium oxide, the polyethylene glycol 6000, com 
starch, and stabilizing agent of the effect affect the compound A of example of trial 2 alkali or a 
free radical elimination agent were mixed so that a weight ratio might be set to 0.3:5:5:2.5:2.5, 
and powder was obtained. As a stabilizing agent, an alkali:sodium hydrogencarbonate, a sodium 
carbonate, a calcium carbonate, a magnesium carbonate, a magnesium hydroxide, or the free 
radical elimination agent:d-alpha-tocopherol was used. As contrast, powder was obtained like the 
above except using a stabilizing agent as corn starch. The powder obtained was put into the 
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glass petri dish, and the top face of a petri dish was fixed with the polyvinylidene chloride film 
(Saran Wrap, Asahi Chemical Industry), and a bonnet and in order to seal thoroughly, the 
periphery of a petri dish was fixed with the cellophane tape, this petri dish — optical exposure 
[light source: — a chemical lamp and after dose:350microwatt[/cm ]2x five day] carrying out the 



:0051] A 
A table * 


result is shown in [a table 4]. 
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As shown in [a table 4], decomposition of compound A was controlled by adding an alkali or a 
free radical elimination agent to the powder containing compound A, titanium oxide, and a 
polyethylene glycol 6000. 
[0052] 

[Effect of the Invention] To light, division ultraviolet rays, or heat, the remedy pharmaceutical 
preparation of this invention is stable, and excellent in preservation stability. Moreover, since the 
front face of this remedy pharmaceutical preparation is uniform, processing of marking etc. is 
also easy and the result is also beautiful. Furthermore, as for this remedy pharmaceutical 
preparation, adhesion with esophageal mucous membrane is not seen at the time of 
administration. Coating of this invention is useful as a raw material for manufacturing the remedy 
pharmaceutical preparation which was excellent in preservation stability as mentioned above. 
Moreover, since this coating is excellent in reinforcement and plasticity, it is excellent in 
operability and a uniform coat is possible for it 
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* NOTICES * 

JPO and NCI PI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original 

precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] To light (especially ultraviolet rays) or heat this invention is stable and 
relates to the remedy pharmaceutical preparation excellent in preservation stability, and coating 
which is the raw material of such remedy pharmaceutical preparation. 
[0002] 

[Description of the Prior Art] When formaldehyde (the thing contained as an impurity of a 
polyethylene glycol 400 and the thing to produce according to air oxidation of a polyethylene 
glycol 400 are included) and an 06-benzyl guanine react, it is known that an 06-benzyl guanine 
will decompose in polyethylene-glycol 400 water solution and under a room temperature [the 
Pharma shoe CHIKARU research (Pharmaceutical Research), 11 volumes. No. 7, 1060 - 1064 
pages, and 1 994]. Performing enteric coating using the enteric film liquid containing titanium 
oxide and a polyethylene glycol 6000 is indicated by JP.63-301816,A (EP disclosure No 
0277741). Vitamin C, an in KYO (Yinqiao) extract, acetaminophen. Chlorpheniramine, a calcium 
carbonate, starch, a dextran, peppermint oil. The tablet which has the volatile oil of in KYO 
(Yinqiao) and a gin fan Oingfang) The hydroxypropyl methylcellulose, No2 The tablet covered with 
the component containing enteric vinyl resin, PEG6000, sesame oil, Tween 80, talc, titanium 
oxide, magnesium stearate, a hood color, 95% ethanol, and distilled water is chemical. The abs 
truck shoes It is indicated by 122:238853. JP,63-166824,A — light — the elastic capsule 
covered with the coating in which at least 85% contains the particle titanium oxide not more than 
particle diameter 0.1 micrometer in the unstable drug content oleaginous solution is indicated 
[0003] 

[Problem(s) to be Solved by the Invention] When providing a consumer with unstable remedy 
pharmaceutical preparation to light, it is necessary to perform a protectionHrom-light package 
or protection-from-light coat of remedy pharmaceutical preparation. However, if the state of 
preservation of the chemist's shop in a hospital or the remedy pharmaceutical preparation by the 
side of a patient is taken into consideration, it will be hard to say that the quality of remedy 
pharmaceutical preparation can be enough guaranteed by protection-from-light package. 
Therefore, when manufacturing unstable remedy pharmaceutical preparation to light, to perform 
a protection-from-light coat is desired. However, when coating which contains protection-from- 
light agents, such as titanium oxide, and plasticizers, such as a polyethylene glycol, on the 
occasion of pharmaceutical-preparation-izing of an unstable drug to light was covered to the 
drug content tablet the trouble that the film coated tablet obtained was inferior to the tablet 
before performing coat processing in the stability over light became clear 
[0004] 

[Means for Solving the Problem] When stabilization of the drug in the inside of a film coated 
tablet was considered in view of such a trouble, it found out that the titanium oxide in coating 
generates a free radical by 1 ultraviolet rays, that alcohols, such as a drug and a polyethylene 
glycol in coating, decompose with two free radicals, and that acids, such as aldehydes, such as 
the decomposition product of alcohols, such as a polyethylene glycol, for example, formaldehyde, 
and an acetaldehyde, and a formic acid, and a peroxide caused disassembly of a drug further in 3 
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coating. Based on such knowledge, the drug destabilization factor was canceled further, and this 
invention was completed* as a result of inquiring in order to obtain the remedy pharmaceutical 
preparation with which versatility was stabilized. That is, this invention is stable remedy 
pharmaceutical preparation which it comes to cover with the protection-from-light agent which 
may generate a free radical by (1) and (i) ultraviolet rays, and coating containing (ii) free radical 
elimination agent.: 

(2) Remedy pharmaceutical preparation of the above-mentioned (1) publication with which 
coating comes to contain the oil further chosen from ester and alcohols; 

(3) Remedy pharmaceutical preparation of the above-mentioned (1) publication whose 
protection-from-light agent which may generate a free radical by ultraviolet rays is a metallic 
oxide; 

(4) Remedy pharmaceutical preparation of the above-mentioned (3) publication whose metallic 
oxide is titanium oxide, an iron sesquioxide, or a zinc oxide; 

(5) Remedy pharmaceutical preparation of the above-mentioned (1) publication whose free 
radical elimination agent is a sulfite or vitamins; 

(6) Vitamins are vitamin C or remedy pharmaceutical preparation given in vitamin-E above- 
mentioned [ a certain ] (5).; 

(7) Remedy pharmaceutical preparation of the above-mentioned (2) publication whose oil is a 
polyethylene glycol; 

(8) Stable remedy pharmaceutical preparation which it comes to cover with coating containing (i) 
titanium oxide and the (ii) sodium hydrogensulfite, an ascorbic acid, sodium ascorbate, calcium 
ascorbate, dl-alpha-tocopherol, or the acetic-acid dl-alpha-tocopherol; 

(9) Remedy pharmaceutical preparation of the above-mentioned (2) publication with which 
coating contains an alkali further 

(10) Remedy pharmaceutical preparation of the above-mentioned (9) publication whose alkali is a 
metaled carbonate or a metaled metal hydroxide. 

(11) The oil chosen from (i) ester and alcohols, and stable remedy pharmaceutical preparation 
which it comes to cover with coating containing (ii) free radical elimination agent; 

(1 2) The oil chosen from (i) ester and alcohols, and stable remedy pharmaceutical preparation 
which it comes to cover with coating containing the (ii) alkali; 

(13) Remedy pharmaceutical preparation of the above (12) with which coating comes to contain . 
the protection-from-light agent which may generate a free radical by ultraviolet rays further; 

(1 4) The protection-from-light agent which may generate a free radical by (i) ultraviolet rays, 
and coating characterized by containing (ii) free radical elimination agent; 

(15) The stabilization approach of the remedy pharmaceutical preparation characterized by 
covering a drug content constituent with the protection-from-light agent which may generate a 
free radical by (i) ultraviolet rays, and coating containing (ii) free radical elimination agent; 

(16) The stabilization approach of the remedy pharmaceutical preparation characterized by 
covering a drug content constituent with the oil chosen from (i) ester and alcohols, and coating 
containing (ii) free radical elimination agent; 

(17) The stabilization approach of the remedy pharmaceutical preparation characterized by 
covering a drug content constituent with coating containing the oil chosen from (i) ester and 
alcohols, and the (ii) alkali; 

(1 8) Activity for remedy pharmaceutical preparation stabilization of the protection-from-light 
agent which may generate a free radical by (i) ultraviolet rays, and coating containing (ii) free 
radical elimination agent; 

(19) It is related with the activity for remedy pharmaceutical preparation stabilization of coating 
containing the oil chosen from activity;, (20) (i) ester, and alcohols for remedy pharmaceutical 
preparation stabilization of the oil chosen from (i) ester and alcohols, and coating containing (ii) 
free radical elimination agent, and the (ii) alkali. 

[0005] "The protection-from-light agent which may generate a free radical by ultraviolet rays" 
used for below in this invention, a "free radical elimination agent", "the oil chosen from ester 
and alcohols", a "alkali", "coating", and "remedy pharmaceutical preparation" are explained in 
full detail. 
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[0006] "The protection-from-light agent which may generate a free radical by ultraviolet rays" 
means what is added in remedy pharmaceutical preparation for the purpose of protection from 
light, and may generate a free radical by ultraviolet rays. Generally, these protectionHrom-light 
agent is ordinary temperature, and means what generates a free radical by exposing to the 
bottom of an indoor fluorescent lamp or outdoor daylight. As a free radical, 02, ~, etc. are 
mentioned, for example. As such a protection-fromHight agent, the oxide of inorganic 
substances, such as titanium oxide, an iron sesquioxide, and a zinc oxide, is mentioned, for 
example. A protectionH'romHight agent is a metallic oxide preferably, and titanium oxide still 
more preferably. Moreover, when using titanium oxide, the particle diameter is usually about 0.1 - 
0.7 micrometers of abbreviation preferably about 0.01 - 1 .5 micrometers of abbreviation. The 
contents in coating of "the protection-from~light agent which may generate a free radical by 
ultraviolet rays" are [ that what is necessary is just the amount which can attain the object of 
protection from light of remedy pharmaceutical preparation ] about 10 - 30 % of the weight of 
abbreviation preferably about 5 - 30 % of the weight of abbreviation. 

[0007] A "free radical elimination agent" should just be matter which controls decomposition of 
the matter which can eliminate the above mentioned free radical and the coating component by 
oxidation reaction, or a remedy pharmaceutical preparation component. As a free radical 
elimination agent, for example Organic-acid; tryptophans [, such as an sugar-alcohol; benzoic 
acid ], such as a mannitol. amino acid [, such as a cysteine, ]; — carbonate ion; — metal 
complex; sodium hydrogensulfites, such as a copper complex and a manganese complex, — 
Sulfites, such as a sodium sulfite and sodium metabisulfite; Sodium formaldehyde sulfoxylate 
(Rongalite), thiol derivative [, such as thioglycerol, ]; — natural resin [, such as guaiac resin. ]; — 
nordihydroguaiaretic acid — Phenol derivatives, such as propyl gallate, burylhydroxyanisole, and 
dibutylhydroxytoluene; Erythorbic acid, sodium erythorbate and vitamin C (ascorbic acid ester, 
such as an example, ascorbyl palmitate, ascorbic-acid dipalmitate, and ascorbic-acid stearate. — 
) Ascorbic-acid salts, such as sodium ascorbate and calcium ascorbate, vitamin E (an example, 
the succinic-acid dl-alpha-tocopherol, the succinic-acid d-alpha-tocopherol, succinic-acid dl- 
alpha-tocopherol calcium, the acetic-acid dl-alpha--tocopherol. and the acetic-acid d-alpha- 
tocopherol — ) The ester of tocopherols, such as nicotinic-acid dl-alpha-tocopherol Peptides [, 
such as a vitamin; glutathione ]. such as dl-alpha-tocopherol. d-alpha-tocopherol, a dl-delta- 
tocopherol, a d-delta-tocopherol, natural vitamin E, and beta carotene; pudding derivatives, such 
as a uric acid. etc. are mentioned. Two or more sorts may be mixed and used for these free 
radical elimination agents at one sort or a proper rate. A "free radical elimination agent" is a 
sulfite or vitamins (especially vitamin 0 and vitamin E) preferably, and is a sodium 
hydrogensulfite, an ascorbic acid, sodium ascorbate. calcium ascorbate, dl-alpha-tocopherol, or 
the acetic-acid dl-alpha-tocopherol still more preferably. Moreover, in order to reinforce an 
operation of a "free radical elimination agent", ethylenediaminetetraacetic acid or its salt may be 
used together. The content in coating of a "free radical elimination agent" should just be an 
amount which can eliminate the free radical generated from the "protectionHrom-light agent 
which may generate a free radical by ultraviolet rays" contained in coating. The contents in 
coating of a "free radical elimination agent" are about 1 - 20 % of the weight of abbreviation 
preferably about 0.1 - 50 % of the weight of abbreviation. 

[0008] as "the oil chosen from ester and alcohols" — about 20- about 65 degrees C — oiHike 
ester and alcohols — polyhydric alcohol etc. is mentioned preferably. As this oil, the plastlclzer 
usually used into remedy pharmaceutical preparation is mentioned, and, specifically, alcohols, 
such as ester; glycerols, such as citric-acid triethyl, a medium-chain-fatty-acid triglyceride, a 
diethyl phthalate, dibutyl phtalate, a triacetin (thoria cetyl glycerol), butyl phthalyl butyl glycolate. 
and glyceryl caprylic-acid ester, propylene glycol, and a polyethylene glycol, etc. are mentioned. 
In addition, sesame oil. castor oil, etc. can be used as oil. These oil may niix two or more sorts at 
one sort or a proper rate, and may be used, oil — desirable — alcohols — more — desirable — 
polyhydric alcohol — it Is a polyethylene glycol especially preferably. Moreover, as a 
polyethylene glycol, a polyethylene glycol 400. a polyethylene glycol 600. a polyethylene glycol 
1500. a polyethylene glycol 4000, a polyethylene glycol 6000, etc. are mentioned, for example. 
The contents In coating of oil are about 10 - 20 % of the weight of abbreviation preferably about 
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0.1 - 30 % of the weight of abbreviation. By adding the above-mentioned oil to coating, coating 
which was excellent in reinforcement and plasticity and was excellent in operability can be 
obtained Moreover, a uniform coat is attained by using such coating. 

[0009] That a "alkali" should just be matter in which the basicity which neutralizes acids, such 
as a formic acid, is shown specifically for example, the hydrogencarbonates (an example, sodium 
hydrogencarbonate, etc.) of alkali metal and the carbonate (an example — ) of alkali metal the 
carbonate (an example — ) of alkaline earth metal, such as a sodium carbonate and potassium 
carbonate a calcium carbonate, a magnesium carbonate, etc. — etc. — phosphoric-acid 
hydrogen 2 metaled salt (an example — ) of carbonate; alkali metal disodium hydrogenphosphate. 
the potassium phosphate, etc. — etc. — phosphoric-acid hydrogen 2 — a salt; calcium silicate - 

- silicates [, such as a magnesium silicate, ]; — metallic-oxides [, such as a magnesium oxide, ]; 

— a sodium hydroxide — Tartrates, such as citrate;dl- [, such as a metal hydroxide; sodium 
citrate, ], such as a calcium hydroxide, a magnesium hydroxide, and an aluminum hydroxide, and 
l-sodium tartrate; The salt which shows basicity* such as pantothenic acid salts, such as calcium 
pantothenate. An oxide or a hydroxide is mentioned. Two or more sorts may be mixed and used 
for these alkalis at one sort or a proper rate. An alkali is a metaled carbonate or a metaled metal 
hydroxide preferably, and are a sodium hydrogencarbonate, a sodium carbonate, potassium 
carbonate, a calcium carbonate, a magnesium carbonate, and a magnesium hydroxide still more 
preferably. Moreover, the contents in coating of an alkali are [ that what is necessary is just 
sufficient amount to neutralize acids, such as a formic acid produced In remedy pharmaceutical 
preparation, ] about 1 - 20 % of the weight of abbreviation preferably about 0.1 - 50 % of the 
weight of abbreviation. 

[0010] "Coating" contains the coating basis other than the above-mentioned "protection-from- 
llght agent which may generate a free radical by ultraviolet rays", a "free radical elimination 
agent", "the oil chosen from ester and alcohols", or a "alkali." The content in coating of this 
coating basis is an amount used for manufacture of common pharmaceutical preparation. 
Moreover, "coating" may contain further the additive which does not have an adverse effect on 
coating and remedy pharmaceutical preparation by request. Furthermore, "coating" may be the 
liquid which dissolved or distributed each above-mentioned component to water or an organic 
solvent. Especially the class of this organic solvent is not limited, for example, ketones [, such as 
an alcohols; acetone, ], such as a methanol, ethanol, and isopropyl alcohol, can be used for it. 
Moreover, the mixed liquor of water and an organic solvent can also be used. 
[001 1] As the above-mentioned coating basis, a glycocalyx basis, a water-soluble film coating 
basis, an enteric film coating basis, a sustained-release film coating basis, etc. are mentioned, for 
example. As a glycocalyx basis, white soft sugar is used and one sort chosen from talc, a 
precipitated calcium carbonate, gelatin, gum arable, a pullulan, a cull navarho, etc. or two sorts or 
more may be further used together, as a water-soluble film coating basis, polysaccharide [, such 
as a synthetic macromolecule; pullulan ], such as cellulose type giant-molecule; polyvinyl-acetal 
diethylamino acetate, such as hydroxypropylcellulose, hydroxypropyl methylcellulose, 
hydroxyethyl cellulose, and methyl hydroxyethyl cellulose, aminoalkylmetaacrylatecopolymer E 
[OIDORAGITTOE (trade name) and loam FARUMA], and a polyvinyl pyrrolldone, etc. is 
mentioned, for example. As an enteric film coating basis, it is the hydroxypropyl methylcellulose, 
for example. Phthalate, Hydroxypropyl methylcellulose Acetate succinate. Cellulose type 
macromoiecules, such as carboxy methyl ethyl cellulose and cellulose acetate phthalate; 
Methacrylic acid copolymer L[OIDORAGITTOL (trade name) Loam FARUMA], methacrylic acid 
copolymer LD[OIDORAGITTO L-30D55 (trade name). Acrylic-acid system macromoiecules, such 
as loam FARUMA] and methacrylic acid copolymer S [OIDORAGITTOS (trade name) and loam 
FARUMA]; natural products, such as a shellac, etc. are mentioned. As a sustained-release film 
coating basis, acrylic-acid system macromoiecules, such as OIDORAGITTO RS (trade name) and 
cellulose type macromolecule [. such as ethyl cellulose, ]; aminoalkylmetaacrylatecopolymer RS 
[loam FARUMA] ethyl-acrylate methacrylic acid methyl copolymer suspension [OIDORAGnTO 
NE (trade name) and loam FARUMA], etc. are mentioned, for example. Two or more sorts may be 
mixed and used for the above-mentioned coating basis at the proper rate. 
[0012] As the above-mentioned additive, a coloring agent, perfume, etc. are mentioned, for 
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example and the addition is an amount used for manufacture of common pharmaceutical 
preparation. As a coloring agent, water-soluble edible tar dyes (an example. Food Red No.2 and 
No. 3, Food Yellow No.4 and No. 5. Food Blue No.1, No. 2, etc.), water-insoluble nature lake 
coloring matter (aluminum salt of said water-soluble edible tar dyes etc.), natural coloring matter 
(an example, beta carotene, chlorophyll, etc.). etc. are mentioned, for example. As perfume, lemon 
oil. Orange, dl- or l-menthol is mentioned, for example. 

[0013] "Coating" of this invention is manufactured by mixing, after adding the above-mentioned 
additive for each component, such as the above-mentioned "protection-fromHight agent which 
may generate a free radical by ultraviolet rays", a "free radical elimination agent", "oil chosen 
from ester and alcohols", or a "alkali", and a coating basis by request. Moreover, "coating" is 
manufactured also by dissolving or distributing each above-mentioned component to water or 
the above-mentioned organic solvent, and can obtain a uniform coat by such manufacture 
approach. . o 

[0014] The "remedy pharniaceutical preparation" of this invention Is obtained by covering a 
"drug content constituent" with the above-mentioned coating. Even if "a drug content 
constituent" is "drug" independent, they may be a "drug" and mixture with the "pharmaceutical 
preparation component" of common use used for manufacture of remedy pharmaceutical 
preparation. As dosage forms of a drug content constituent, a tablet powder, a granule, a fine 
grain agent, a pill. etc. are mentioned, for example. 

[0015] The drug disassembled as a "drug" with light, the drug especially disassembled by 
ultraviolet rays, the drug disassembled with a free radical, the aldehydes (an example, 
formaldehyde, acetaldehyde) which a free radical decomposes a pharmaceutical preparation 
component and produces, acids (an example, formic acid), or a peroxide is mentioned As such a 
drug, for example A nourishment strong preservative, an alleviation-of-fever painkilling 
antiphlogistic. A psychopharmaceutical, an anti-anxiety drug, an antidepressant, a sedative 
hypnotic, antispasmodic, a central nervous system acting drug, A brain metabolism improvement 
agent, an antlepiletic agent, a sympathomimetic drug, digestive medicine, antacid, antiulcer drug. 
Expectorant cough suppressant, antemetic, a respiratory accelerator, a bronchodilator, an 
antiallergic drug. An agent for dental and oral use. an antihistamine, cardiotonic, the agent for 
arrhythmia, diuretic, an antihypertensive, A vasoconstrictor, a coronary vasodilator, a peripheral 
vasodilator, antilipemic. a choleretic drug. One sort or two sorts or more of components chosen 
from an antibiotic, a chemotherapic drug, a diabetes-mellitus therapy agent, an osteoporosis 
therapy agent, a neuromuscular junction blocking drug, a agent, a hormone drug, alkaloid 

system narcotics, sulfa drugs, the arthrifuge, the anticoagulant, the anticancer drug, the 
Alzheimer remedy, etc. are mentioned. The content in the "remedy pharmaceutical preparation" 
of these "a drug" should just be an effective dose of a "drug." 

[0016] Hereafter, the example of the above-mentioned drug is described. As a nourishment 
strong preservative, mineral; proteins, such as vitamin A. vitamin D. vitamin E (acetic-acid d- 
alpha-tocopherol etc.), vitamins B1 (dibenzoyi thiamine, fursultiamine hydrochloride, etc.). 
vitamins B2 (riboflavin tetrabutyrate etc.), vitamins B6 (pyridoxine hydrochloride etc.), vitamin C, 
vitamin; calcium (an ascorbic acid, sodium L-ascorbate, etc.) of vitamins 812 (hydroxocobalamin 
acetate etc.), magnesium, and iron, amino acid, an oligosaccharide, a crude drug, etc. are 
mentioned, for example. As an alleviation-of-fever painkilling antiphlogistic, aspirin, 
acetaminophen, ethenzamide, ibuprofen, diphenhydramine hydrochloride, dl-chlorpheniramine 
maleate. dihydrocodeine phosphate, NOSUKABIN. methylephedrine hydrochloride, the 
phenylpropanolamine hydrochloride, caffeine, anhydrous caffeine, serrapeptase, lysozyme 
chloride, tolfenamic acid, mefenamic acid, diclofenac sodium, flufenamic acid, salicylamide, 
aminopyrine, ketoprofen, indomethacin. BUKORORU, pentazocine, etc. are mentioned, for 
example. As a psychopharmaceutical. chlorpromazine. reserpine. etc. are mentioned, for example. 
As an anti-anxiety drug, alprazolam, chlordiazepoxide, diazepam, etc. are mentioned, for example. 
As an antidepressant, imipramine, maprotiline, an amphetamine, etc. are mentioned, for example. 
[0017] As a sedative hypnotic, estazolam. nitrazepam, diazepam, the periapine. phenobarbital 
sodium, etc. are mentioned, for example. As antispasmodic, scopolamine hydrobromide, 
diphenhydramine hydrochloride, papaverine hydrochloride, etc. are mentioned, for example. As a 
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central nervous system acting drug, citicoline. ROCHIRENIN, etc. are mentioned, for example. As 
a brain metabolism improvement agent. IDEBENON. vinpocetine, hydrochloric-acid 
MEKUROFENIKISETO, 8"[1-oxo— 3-[1-(phenylmethyl) piperidine-4-IRU] propyl]-2. 3 and 4, and 
5-tetrahydro-1H-1 -bends azepine or its salt is mentioned, for example: As an antiepiletic agent* 
phenytoin, carbamazepine, etc. are mentioned, for example. As a sympathomimetic drug, 
isoproterenol hydrochloride etc. is mentioned, for example. As digestive medicine, medicines for 
intestinal disorders, such as stomachic digestive; hydrochloric-acid pel PERIN, such as diastase, 
saccharated pepsin, an extract of scopolia, cellulase AP 3. lipase AP, and cinnamon oil, 
antibiotics-resistant lactic acid bacteriae. and lactobacillus bifidus. etc. are mentioned, for 
example. As antacid, a magnesium carbonate, a sodium hydrogencarbonate, magnesium 
aluminometasilicate, synthetic hydrotalcite, a precipitated calcium carbonate, a magnesium oxide, 
etc. are mentioned, for example. As antiulcer drug, the Benz imidazole system compound (an 
example, lansoprazole, omeprazole, rabeprazole, punt PURAZORU). famotidine, cimetidine, 
ranitidine hydrochloride, etc. are mentioned, for example. 

[0018] As expectorant cough suppressant, hydrochloric-acid cloperastine. a hydrobromic-acid 
DEKISUTORO melt fan, theophylline, a GUAYA call sulfonic-acid potassium, guaifenesin, codein 
phosphate, etc. are mentioned, for example. As antemetic. difenidol hydrochloride, 
metoclopramide, etc. are mentioned, for example. As a respiratory accelerator, levallorphan 
tartrate etc. is mentioned, for example. As a bronchodilator. theophylline, a sulfuric-acid ape 
butanol. etc. are mentioned, for example. As an antiallergic drug, amiexanox, seratrodast. etc. are 
mentioned, for example. As an agent for dental and oral use, oxytetracycline. triamcinolone 
acetonide, chlorhexidine hydrochloride, lidocaine, etc. are mentioned, for example. As an 
antihistamine, diphenhydramine hydrochloride, a promethazine, isothipendyl hydrochloride, dl- 
chlorpheniramine maleate. etc. are mentioned, for example: As cardiotonic. cafFeine, digoxin, etc. 
are mentioned, for example. As an agent for arrhythmia, procainamide hydrochloride, propranolol 
hydrochloride, pindolol, etc. are mentioned, for example. As diuretic, iso SORUPIDO, furosemide, 
etc. are mentioned, for example. As an antihypertensive, they are delapril hydrochloride, 
captopril. a hexamethonium bromide, hydralazine hydrochloride, a hydrochloric-acid RAPETA roll, 
manidipine hydrochloride, and candesartan. for example. SHIREKI cetyl, methyldopa, a Losartan. 
valsartan. EPURO sultan, irbesartan, tasosartan. telmisartan. POI\/iISARUTAN. RIPISARUTAN. 
FORA sultan, etc. are mentioned. 

[0019] As vasoconstrictor, phenylephrine hydrochloride etc. is mentioned, for example. As a 
coronary vasodilator, carbocromen hydrochloride, molsidomine, hydrochloric-acid PERAPAMIRU, 
etc. are mentioned, for example. As a peripheral vasodilator, cinnarizine etc. is mentioned, for 
example. As antilipemic, auction bus TANCHIN sodium, simvastatin. PURABASUSUTACHIN. etc. 
are mentioned, for example. As a choleretic drug, dehydrocholic acid, TOREPIPUTON, etc. are 
mentioned, for example. As an antibiotic, monobactam antibiotic; penem system antibiotics [, 
such as synthetic-antimicrobials; carumonam sodium, ], such as cephem antibiotic; ampicillins, 
such as cefalexin, amoxicillin, hydrochloric-acid PIPUfViESHIRINAMU, cefotiam dihydrochloride, 
cefozopran hydrochloride, cefmenoxime hydrochloride, and cefsulodin sodium, SHIKURASHIN, 
sulbenicillin sodium, nalidixic acid, and enoxacin, a KARUPA penem system antibiotic, etc. are 
mentioned, for example. As a chemotherapic drug, hydrochloric-acid sulfamethizole, 
thiazosulfone, etc. are mentioned, for example. As a diabetes-mellitus therapy agent, 
tolbutamide, voglibose, a thiazolidinedione derivative (an example, pioglitazone hydrochloride, 
troglitazone, 5-[[4-[2-(methyK2-pilus JINIRU amino) ethoxy] phenyl] methyl]-2, 4-thiazoline 
dione), acarbose, a fVlIGURI toll. EMIGURITETO. etc. are mentioned, for example. As an 
osteoporosis therapy agent, ipriflavone etc. is mentioned, for example. As a neuromuscular 
junction blocking drug, a METOKARUPA mall etc. is mentioned^for example. As a agent, 
the meclizine hydrochloride, cymene HIDORINATO, etc. are mentioned, for example. 
[0020] As a hormone drug, RIOGHININ sodium, phosphoric-acid DEKIMETAZON sodium, 
prednisolone, oxendolone, leuprorelin acetate, etc. are mentioned, for example. As alkaloid 
system narcotics, opium, morphine hydrochloride, ipecac, oxycodone hydrochloride, opium 
alkaloids hydrochlorides, cocaine hydrochloride, etc. are mentioned, for example. As sulfa drugs, 
sulfamine, sulfamethizole, etc. are mentioned, for example. As arthrifuge. allopurinol. a colchicine. 
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etc. are mentioned, for example. As an anticoagulant, dicumarol is mentioned, for example. As at 
anticancer drug, 5-fluorouracil, a uracil, a mitomycin, etc. are mentioned, for example. As an 
Alzheimer disease remedy. IDEBENON, vinpocetine, 8-[1-oxo— 3-[1-(phenylmethyl) piperidine- 
4-IRU] propyl]-2, 3 and 4, and 5-tetrahydro-1H-1 -bends azepine or its salt is mentioned, for 
example. 

[0021] l\^oreover. since the aldehydes (the example, the formaldehyde, acetaldehyde), the acids 
(the example, formic acid), or the peroxide which ultraviolet rays, a fi-ee radical, or a free radical 
decomposes a pharmaceutical preparation component, and produces is easy to decompose, as 
for the "drug" which has an amino group or an imino group, it is desirable to use as a "drug" th< 

drug which has an amino group or an imino group. 
[0022] A "drug" is a formula [** 1] still more preferably. 



the inside of [type, and X ~ R1-N ~ < (R1 shows the acyl group which may have the 
hydrocarbon group which may have the hydrogen atom and the substituent. or the substituent) - 
- the benzene ring in which an oxygen atom or a sulfur atom may be shown. R2 may show the 
hydrocarbon group which may have the hydrogen atom or the substituent to, and Ring A may 
have the substituent ~ in k, m shows the integer of 1-8 and n shows the integer of 1-6 for the 
integer of 0-3. ] It comes out and they are the compound expressed and its salt In said formula 
(I), the shape of a chain, annular, saturation, partial saturation, and the hydrocarbon group that 
consists of such various combination further are mentioned, for example as a "hydrocarbon 
group" of "the hydrocarbon group which may have the substituent" shown by R1 and R2. As a 
chain-like saturated hydrocarbon radical, the alkyi group (for example, methyl, ethyl, propyl, 
isopropyl. butyl, isobutyl, tert-butyl. pentyl. hexyl) of the carbon numbers 1-11 (C 1-11) of the 
shape of the shape of a straight chain and branching is mentioned, for example. As a chain-like 
unsaturated hydrocarbon radical, the alkenyl radical (for example, vinyl, an allyl compound. 2- 
butenyl. isopropenyl) of C 2-4 of the shape of the shape of a straight chain and branching and 
the alkynyl group (an example, ethynyl, 2-propynyl, 2-butynyl, 3-butynyl) of C 2-4 are 
mentioned. As a cycloalkane radical, the monocycle cycloalkyi radical (for example, cycio propyl, 
cycle butyl, cyclopentyl. cyclohexyl) of C 3-7 and the bridge formation ring type saturated 
hydrocarbon radical (for example, bicycle [3.2.1] oct-2-IRU and bicycio [3.3.1] non -2-IRU. 
adamantane-1-IRU) of C 8-14 are mentioned. A phenyl group, a naphthyl group, etc. are used as 
an annular unsaturated hydrocarbon radical. 

[0023] iVioreover. the shape of a chain previously illustrated as the aforementioned "hydrocarbon 
group", annular, saturation. The hydrocarbon group which consists of various combination of the 
hydrocarbon group of partial saturation is sufficient For example, seven to CI 8 aralkyi (for 
example, tolyl, xylyl; one to alpha-naphthyl-C8 alkyls, such as phenyl-C1-12 alkyl;alpha-naphthyl 
methyls, such as benzyl, phenethyl, phenylpropyl, phenyl butyl, phenyl pentyl, and phenyl hexyl). 
The C8-18 aryl alkenyl (for example, two to phenyl-C12 alkenyl, such as styryl, cinnamyl, 4- 
phenyl-2-butenyi, and 4-phenyl-3-butenyl), C8-18 aryl alkynyl (for example, two to phenyl-C12 
alkynyl, such as phenethyl, 3-pheny I -2-propynyl, and 3-phenyl-1-propynyl), One to C3-7 
cycloalkyl-C6 alkyI (for example) Cyclopropyl methyl, cycio butyl methyl, cyclopentyl methyl, 
cyclohexyl methyl, cycloheptyl methyl, cycio propylethyl, cycio butyl ethyl, cyclopentyl ethyl, 
cyclohexyl ethyl, cycloheptyl ethyl, cycle propyl butyl. Cycle butyl butyl, cyclopentyl butyl, 
cyclohexyl butyl, cycloheptyl butyl, cycle propyl pentyl, cycle butyl pentyl, cyclopentyl pentyl, 
cyclohexyl pentyl. cycloheptyl pentyl. cycle propyl hexyl. Cycle butyl hexyl. cyclopentyl hexyl] 
cyclohexyl hexyl, cycloheptyl hexyl, etc. are mentioned. 

[0024] As a "hydrocarbon group" of "the hydrocarbon group which may have the substituent" 
expressed with R1. the shape of a straight chain, branching-like CI -7 alkyI group (for example, 
methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, pentyl, isopentyl, hexyl, 
heptyl). or a C7-10 aralkyi radical (for example, benzyl, phenethyl, phenylpropyl) is desirable also 
in the above. As a "hydrocarbon group" of "the hydrocarbon group which may have the 
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substituent" expressed with R2, C7-10 aralkyi (for example, benzyl, phenethyl. phenylpropyl) etc. 
is desirable also in the above. The above-mentioned hydrocarbon expressed with R1 and R2 may 
have the substituent in the replaceable location. As a substituent which chainHike saturation and 
chain-like partial saturation which are expressed with R1 and R2, and which were described 
above, and a cycloalkane radical may have For example, a halogen atom (for example, a fluorine, 
chlorine, a bromine, iodine), a nitro group, A cyano group, a hydroxy group, CI -4 alkoxy group 
(for example, methoxy and ethoxy , propyloxy, butyloxy, isopropyloxy), CI -4 alkylthio group (for 
example, a methylthio, ethyl thio, propyl thio, isopropyl thio, butyl thio). The amino group, 
monochrome, or a JI CI -4 alkylamino radical (for example, methylamino, ethylamino, propylamine, 
dimethylamino, diethylamino). The annular amino group (for example, pyrrolidine, piperidino), 
morpholino, a CI -4 alkyi carbonylamino radical (For example, the alkyi carbonylamino whose alkyi 
parts, such as acetylamino, propionylamino, and butyryl amino, are C 1-4), A CI -4 alkyi 
sulfonylamino radical (for example, methylsulfonylamino, ethyl sulfonylamino), A CI -4 alkoxy 
carbonyl group (for example, methoxycarbonyl. ethoxycarbonyl, propoxy carbonyl), A hydroxy 
carbonyl group, a CI -6 alkyi carbonyl group For example, (acetyl, a propionyl, the butyryl, valeryl, 
hepta-noil), A carbamoyl group, monochrome, or a JI CI -4 alkyi carbamoyl group For example, 
(N-methyl carbamoyl, N-ethyl carbamoyl, N-propyl carbamoyl, N-butylcarbamoyI), A CI -6 alkyi 
sulfonyl group (for example, a methyl sulfonyl. an ethyl sulfonyl, a propyl sulfonyl) etc. is 
mentioned, and you may have 1 chosen from these thru/or five pieces. 

[0025] As the substituent of "the benzene ring which may have the substituent" expressed with 
Ring A in a formula (I), and a substituent of the annular unsaturated hydrocarbon radical 
expressed with R1 and R2 For example, CI -4 alkyi group (for example; methyl, ethyl, propyl, 
butyl), A halogen atom (for example, a fluorine, chlorine, a bromine, iodine), a nitro group, A cyano 
group, a hydroxy group, CI -4 alkoxy group (for example, methoxy and ethoxy , propyloxy, 
butyloxy, isopropyloxy), CI -4 alkylthio group (for example, a methylthio, ethyl thio, propyl thio, 
isopropyl thio, butyl thio). The amino group; monochrome, or a JI C1~4 alkylamino radical (for 
example, N-methylamino, N-ethylamino, N-propylamino, N, and N-dimethylamino, N, and N- 
diethylamino). The annular amino group (for example, pyrrolidine, piperidino); morpholino, a CI -4 
alkyi carbonylamino radical For example, (acetylamino, propionylamino, butyryl amino). An 
aminocarbonyl oxy-radical, monochrome, or a JI CI -4 alkyi carbamoyloxy radical For example, 
(N-methylcarbamoyloxy, N-ethyl carbamoyloxy, N, N-dimethylcarbamoyloxy, N,N- 
diethylcarbamoyloxy). a CI -4 alkyi sulfonylamino radical (for example, methylsulfonylamino — ) 
Ethyl sulfonylamino, propyl sulfonylamino, a CI -4 alkoxy carbonyl group (for example, 
methoxycarbonyl, ethoxycarbonyl, propoxy carbonyl, iso butoxycarbonyl), A carboxy group, a CI- 
6 alkyi carbonyl group (for example, acetyl, a propionyl, butyryl, cyclohexyl carbonyl), A 
carbamoyl group, monochrome, or a JI CI -4 alkyi carbamoyl group (For example, N-methyl 
carbamoyl, N-ethyl carbamoyl, N-propyl carbamoyl, N-butylcarbamoyI, N, and N- 
diethylcarbamoyl, N, and N-dibutyl carbamoyl), A CI -6 alkyi sulfonyl group (for example, a methyl 
sulfonyl, an ethyl sulfonyl, a propyl sulfonyl, a cyclopentyl sulfonyl, a cyclohexyl sulfonyl). The 
phenyl which may have 1-4 substituents, naphthyl, phenoxy. Benzoyl, phenoxy carbonyl, phenyl 
CI -4 alkyi carbamoyl, PhenylcarbamoyI, phenyl CI -4 alkyi carbonylamino. Benzoylamino, a 
phenyl CI -4 alkyi sulfonyl. a phenyl sulfonyl. Phenyl CI -4 alkyi sulfinyl, phenyl CI -4 alkyi 
sulfonylamino, or a phenyl sulfonylamino radical (as a substituent in each phenyl group or 
naphthyl group) For example, CI -4 alkyi group, CI -4 alkoxy group which were illustrated above, 
halogen atoms, such as a fluorine, chlorine, a bromine, and iodine, a hydroxyl group, a benzyloxy 
radical, the amino group, monochrome or a JI C1-4 alkylamino radical, a nitro group, a C1-4 alkyi 
carbonyl group, etc, are used. etc. — it is mentioned. About 1-3 pieces are suitable for the 
number of the substituents of "the benzene ring which may ha^e the substituent" expressed 
with these rings A, or the annular unsaturated hydrocarbon radical expressed with R1 and R2. 
[0026] As a substituent of "the hydrocarbon group which consists of various combination of the 
shape of a chain, annular, saturation, and an unsaturated hydrocarbon radical" expressed with R1 
and R2 For example, CI -4 alkyi group (for example, methyl, ethyl, propyl, butyl), A halogen atom 
(for example, a fluorine, chlorine, a bromine, iodine), a nitro group, A cyano group, a hydroxy 
group, CI -4 alkoxy group (for example, methoxy and ethoxy , propyloxy, butyloxy. isopropyloxy). 
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CI -4 alkylthio group (for example, a methylthio, ethyl thio, propyl thio, isopropyl thio, butyl thib). 
The amino group, monochrome, or a JI CI -4 alkylamino radical (for example, N-methylamino, N- 
ethylamino, N-propylamino, N, and N-dimethylamino, N, and N-diethylamino), The annular amino 
group (for example, pyrrolidine, piperidino). morpholino, a CI -4 alkyi carbonylamino radical For 
example, (acetylamino, propionylamino, butyryl amino), A carbamoyloxy radical, monochrome, or a 
JI CI -4 alkyI carbamoyloxy radical For example. (N-methylcarbamoyloxy. N-ethyl carbamoyloxy, 
N, N-dimethylcarbamoyloxy, N,N-diethylcarbamoyloxy), a CI -4 alky! sulfonylamino radical (for 
example, methylsulfonylamino — ) Ethyl sulfonylamino, propyl sulfonylamino, a CI -4 alkoxy 
carbonyl group (for example, methoxycarbonyl. ethoxycarbonyl, propoxy carbonyl, iso 
butoxycarbonyl), A hydroxy carbonyl group, a CI -6 alky! carbonyl group For example, (acetyl, a 
propionyl, butyryl. cyclohexyl carbonyl), A carbamoyl group, monochrome, or a JI CI -4 alkyI 
carbamoyl group (For example. N-methyl carbamoyl, N~ethyl carbamoyl. N-propyl carbamoyl, N- 
butylcarbamoyl. N, and N-diethylcarbamoyl. N, and N-dibutyl carbamoyl), A CI -6 alkyI sulfonyl 
group (for example, a methyl sulfonyl, an ethyl sulfonyl, a propyl sulfonyl, a cyclopentyl sulfonyl, a 
cyclohexyl sulfonyl). The phenyl which may have 1-4 substituents, naphthyl, phenoxy. Benzoyl, 
phenoxy carbonyl, phenyl CI -4 alkyI carbamoyl. PhenylcarbamoyI, phenyl C1-4 alkyI 
carbonylamino, Benzoylamino, a phenyl CI -4 alkyI sulfonyl, a phenyl sulfonyl. Phenyl CI -4 alkyI 
sulfinyl. phenyl CI -4 alkyI sulfonylamino. or a phenyl sulfonylamino radical (as a substituent on 
each annular radical) For example, CI -4 alkyI groups, such as methyl, ethyl, propyl, butyl, and 
isopropyl, CI -4 alkoxy groups, such as methoxy and ethoxy , propyloxy, isopropylpxy, and 
butyloxy, halogen atoms, such as a fluorine, chlorine, a bromine, and iodine, a hydroxy! group, a 
benzyloxy radical, the amino group, the monochrome like the above or the JI CI -4 alkylation 
amino group, a nitro group, the CI -4 alkyI carbonyl group like the above, etc. are mentioned, etc. 
— it is mentioned. About 1-5 pieces are suitable for the number of the permutations of these 
hydrocarbon groups. 

[0027] As an "acyl group" of "the acyl group which may have the substituent" shown by R1 A 
carboxylic-acid acyl group (for example, C2-8 alkyI carbonyl or phenyl carbonyls, such as formyl, 
and acetyl, a propionyl, butyryl. benzoyl), a sulfonic-acid acyl group (for example, a methane 
sulfonyl. an ethane sulfonyl. and a propane sulfonyl — ) A CI -7 alkyI sulfonyl or phenyl sulfonyls, 
such as benzenesulphonyl and p-tosyl, A phosphonic acid acyl group (for example, CI -7 alkyI 
phosphonyl, such as methane phosphonyl, ethane phosphonyl, propane phosphonyl, and benzene 
phosphonyl, or phenyl phosphonyl), A permutation oxy-carbonyl group (for example, CI -8 
alkyloxy carbonyl or C7-8 aralkyloxy carbonyls, such as ethoxycarbonyl, tert-butoxycarbonyl, 
and benzyloxycarbonyl) is mentioned Especially, a C2-8 alkyI carbonyl group is desirable. As a 
substituent which these acyl groups may have. Monod who has a halogen atom (for example, a 
fluorine, chlorine, a bromine, iodine), an amino group, and CI -6 alkyI group (for example, methyl, 
ethyl, propyl, hexyl) or a G alkylamino radical, CI -4 alkoxy group (for example, methoxy and 
ethoxy . propoxy). etc. are mentioned, and you may have 1-2 of these radicals preferably in 1-3 
replaceable locations. 

[0028] The desirable embodiment of a compound (it may only be written as a compound (I) 
among this description) expressed with a formula (I) is described below, as X — R1-N — < — it 
is desirable and. as for cases, such as a hydrogen atom, the shape of a straight chain, branching- 
like CI -3 alkyI group (for example, methyl, ethyl, propyl, isopropyl). benzyl, phenyl. CI -4 alkyI 
carbonyl (for example, acetyl, a propionyl, butyryl), benzoyl, and CI -4 alkoxy carbonyl (for 
example, methoxycarbonyl. ethoxycarbonyl). R1 is more desirable especially. X — especially — 
desirable — HN — < — it is . As R2. the benzyl or alpha-naphthyl methyl group permuted by no 
permuting or 1 thru/or two halogen atoms (for example, a fluorine, chlorine), methyl, 
nitroglycerine, and/or methoxy is desirable, and especially non^permuted benzyl is desirable. As 
a substituent on Ring A, a fluorine, chlorine, trifluoromethyl. methyl, methoxy. etc. are desirable, 
and especially a fluorine is desirable. Moreover, [Formula 2] when the sum (k+m) of k and m is 
the integer of 2-6 
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The case where five to ** 9 membered-ring is formed is desirable, and the case where k+m is 4 
especially is desirable. As a combination of k and m, when k is 0, 2, 3, 4. or 5k is [ m / ****** ] i 
and 1 , 2, or 3 is [ m / ****** / k ] 2 again, as for m, 2 is still more desirable. Namely, [Formula 
3] 

^CCE,\-^ (X = R^-N<) 

Come out and as nitrogen-containing condensation heterocycle expressed 2, 3-dihydro~1H- 
Indore, 1, 2, 3, 4-tetrahydroquinoline, 2. 3 and 4, 5-tetrahydro-1 H-1 -bends azepine. 2, a 3- 
dihydro-1 H-iso indole. 1, 2 and 3, 4-tetrahydroisoquinoline. 2, 3. 4, 5-tetrahydro-1 H-2-bends 
azepine. 2, 3 and 4. 5-tetrahydro-1 H-3-bends azepine, 1, 2, 3, 4, 5, 6-hexahydro-1 -bends 
azocine, 1, 2. 3, 4 and 5, 6-hexahydro-2-bends azocine, 1. 2, 3, 4. 5, 6-hexahydro-3-bends 
azocine, 2, 3, 4, 5 and 6. 7-hexahydro-1H-1 -bends AZONIN, 2, 3. 4. 5, 6, 7-hexahydro-1H-2- 
bends AZONIN, 2, 3. 4, 5 and 6, 7-hexahydro-1 H-3-bends AZONIN, 2, 3, 4, 5 and 6, and 7- 
hexahydro-1H-4-bends AZONIN is desirable. [0029] 
[Formula 4] 

\(CB.)a-^ (X = 0) 

Gome out and as oxygenated condensation heterocycle expressed 2. 3-dihydrobenzofuran, 1. 3- 
dihydrotso benzofuran, 3, 4-dihydro-2H-1-benzopyran, 3, 4-dihydro-1 H-2-benzopyran, 2, 3 and 
4, 5-tetrahydro-l-benzooxepin, 1, 3. 4, 5-tetrahydro-2-benzooxepin. 1, 2 and 4, 5-tetrahydro-3- 
benzooxepin, 3, 4, 5, 6-tetrahydro-2H-1-benzoOKISOSHIN, 3, 4 and 5; 6-tetrahydro-1 H-2- 
benzoOKISOSHIN, 1, 4, 5, 6-tetrahydro-2H-3-benzoOKISOSHIN, 2, 3, 4, 5 and 6, 7-hexahydro- 
1-benzoOKISONIN, 1, 3, 4, 5. 6, 7-hexahydro-2-benzoOKlSONIN, 1, 2, 4. 5 and 6, 7-hexahydro- 
3-benzoOKISONIN, 1, 2, 3, 5 and 6, and 7-hexahydro-4-benzoOKISONIN etc. is desirable, 
[0030] 



[Formula 5] 




(X=rS) 



Come out and as sulfur-containing condensation heterocycle expressed 2, a 3-[dihydrob] 
thiophene, A 1 and 3-dihydrobenzo[c] thiophene, 3, 4-dihydro-2H-1-benzothiopyran. 3, 4- 
dihydro-1 H-2-benzothiopyran, 2, 3 and 4, 5-tetrahydro-1-benzothiepine, 1, 3, 4. 5-tetrahydro- 
2-benzothiepine, 1, 2 and 4. 5-tetrahydro-3-benzothiepine, 3. 4, 5, 6-tetrahydro-2H-1- 
benzothiosin, 3, 4 and 5. 6-tetrahydro-1 H-2-benzothiosin, 1, 4, 5, 6-tetrahydro-2H-3- 
benzothiosin, 2, 3. 4. 5 and 6, the 7-hexahydro-l-benzothionine, The 1, 3, 4. 5, 6, 7-hexahydro- 
2-benzothionine. 1 , 2, 4, 5 and 6, 7-hexahydro-3-benzothionine, 1 , 2, 3, 5 and 6, and 7- 
hexahydro-4-benzothionine etc. is desirable. 
[0031] 
[Formula 6] 




B H 




[ — R3 shows a hydrogen atom or CI -3 alkyi group among a formula.] It comes out, and it is the 
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nitrogen-containing condensation heterocycle expressed, and a bends azepine ring is especially 
desirable. The 01 -3 alkyi groups shown by R3 are methyl, ethyl, propyl, and isopropyl among the 
above-mentioned formula. As for n, 1, 2 or 3, especially 2 are desirable. A compound (I) is 8-[1" 
oxo— 3-[1-(phenylmethyl) piperidine-4-IRU] propylh2, 3 and 4, and 5-tetrahydro-1H-1 -bends 
azepine especially preferably. 

[0032]The acid addition salt especially physiologically permitted as a salt of a compound (I) is 
desirable. As those salts, a salt with an inorganic acid (an example, a hydrochloric acid, a 
phosphoric acid, a hydrobromic acid, sulfuric acid) or a salt with an organic acid (an example, an 
acetic acid, a formic acid, a propionic acid, a fumaric acid, a maleic acid, a succinic acid, a 
tartaric acid, a citric acid, a malic acid, oxalic acid, a benzoic acid, methansulfonic acid, 
benzenesulfonic acid) is mentioned, for example. Furthermore, when the compound (I) has acidic 
groups, such as -COOH. a compound (I) may form an inorganic base (an example, sodium, a 
potassium, calcium, magnesium, ammonia) or an organic base (an example, triethylamine), and a 
salt. The salt of a compound (I) is an organic-acid salt especially preferably. A compound (I) or 
its salt is 8-[1-oxo~3-[1-(phenylmethyl) piperidine-4-IRU] propyl]-2. 3 and 4. and 5- 
tetrahydro-1H-1 -bends azepine especially preferably. It is fumarate. A compound (I) or its salt is 
manufactured by JP.5-140149.A by the approach according to the well-known approach of a 
publication, or this, and is sold to it. 

[0033] As the above-mentioned "pharmaceutical preparation component", for example The 
example of excipient [. a lactose, white soft sugar, D-mannitol, D-sorbitol. starch (corn starch, 
potatostarch, etc.), Pregelatinized starch, a dextrin, crystalline cellulose, hydroxypropylcellulose, 
Carboxymethylcellulose sodium, gum arabic, a dextran. ]. such as a pullulan, light anhydrous 
silicic acid, synthetic aluminum silicate, and magnesium aluminometasilicate. a binder (an 
example, pregelatinized starch, cane sugar, gelatin, and gum arabic powder — ) Methyl cellulose, a 
carboxymethyl cellulose, carboxymethylcellulose sodium, Hydroxypropylcellulose, the 
hydroxypropyl methylcellulose, A polyvinyl pyrrolidone, crystalline cellulose, a dextrin, a pullulan, 
etc.. lubricant (an example, magnesium stearate, and calcium stearate — ) The example of 
disintegrator [, a lactose, white soft sugar, carboxymethyl celluloses, such as talc and a colloidal 
silica, hydroxypropylcellulose and starch (corn starch — ) ] and coloring agents, such as light 
anhydrous silicic acid, such as potatostarch. cross carmellose sodium, carboxy-methyl-starch 
sodium, and carboxymethyl-cellulose calcium, perfume, corrigent. an adsorbent, antiseptics, a 
wetting agent, an antistatic agent, a breaking extension agent, etc. are mentioned. The amount 
used for manufacture of common pharmaceutical preparation may be used for the addition of the 
above-mentioned pharmaceutical preparation component. 

[0034] As dosage forms of the "remedy pharmaceutical preparation" of this invention, a tablet, a 
capsule, powder, a granule, a fine grain agent, a pill. etc. are mentioned, for example. A granule 
contains a particle with a particle size of about 1 77 micrometers or less for the particle of 
particle size 500 [ about ] - 1410 micrometers of abbreviation about 5 or less % of the weight 
about 90% of the weight or more. Moreover, a fine grain agent contains [ the particle of particle 
size 10 / about / - 500 micrometers of abbreviation ] a particle with a particle size of about 10 
micrometers or less for a particle with a particle size of about 500 micrometers or more about 
1 0 or less % of the weight about 5 or less % of the weight about 75% of the weight or more. A 
desirable fine grain agent contains [ the particle of particle size 105 / about / - 500 micrometers 
of abbreviation ] a particle with a particle size of about 74 micrometers or less for a particle with 
a particle size of about 500 micrometers or more about 10 or less % of the weight about 5 or less 
% of the weight about 75% of the weight or more. 

[0035] The "remedy pharmaceutical preparation" of this invention is manufactured by covering 
with "coating" the "drug content constituent" which mixes "thcb above-mentioned drug" and 
above-mentioned "pharmaceutical preparation component" with:wa conventional method, and is 
obtained. What is necessary is just to choose the amount of the coating used according to the 
dosage forms of remedy pharmaceutical preparation, the amount of the coating (dry weight) used 
to remedy pharmaceutical preparation — a tablet — about 0.1- about 30 % of the weight — 
desirable — about 0.5- about 10 % of the weight — it is — ; granule and a pill — about 0.1- 
about 50 % of the weight — desirable — about 1- about 20 % of the weight — it is — ; fine grain 
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agent — about 0.1- about 100 % of the weight — desirable — about 1- it is about 50 % of the 
weight. 

[0036] as the coat approach — the very thing — a well-known approach, for example, the pan 
coating method, a floating coating method, the approach that combined them with the rolling 
coating method pan are employable. Moreover, when coating is the solution or dispersion liquid 
containing water or an organic solvent, a spray coating method can also be adopted as the coat 
approach. The temperature in the case of a coat is usually about 25 - 40 degrees C of 
abbreviation preferably about 25 - 60 degrees C of abbreviation. Moreover, the time amount 
which a coat takes can be suitably chosen in consideration of the property of the coat approach 
and coating, the amount used, the property of remedy pharmaceutical preparation, etc. 
[0037] The "remedy pharmaceutical preparation" of this invention can be used for prevention or 
the therapies of a disease, such as senile dementia, an Alzheimer disease, Huntington's chorea, 
motion fault polypathia, and mania, when using a compound (I) or its salt as a drug. What is 
necessary is just to choose the dose of the "remedy pharmaceutical preparation" of this 
invention in consideration of the class of drug, the class of object disease, a symptom, dosage 
forms, etc., so that the dose as a drug may turn into an effective dose of this drug, for example, 
the case where a compound (I) or its salt is used as a drug — "remedy pharmaceutical 
preparation" — the dose of a compound (I) or its salt — an adult (weight of 60kg) — setting — 
about 0.01 mg - about lOOmg per day — desirable — about 0.1- about 30mg — more — 
desirable — about 0.3- it is the range used as about lOmg, and a medicine is prescribed for the 
patient in 1 time or 2 - 3 steps. 

[0038] Hereafter, the various kinds "remedy pharmaceutical preparation" of this invention are 
described concretely. "The stable remedy pharmaceutical preparation which it comes to cover 
with the protectionHrom-light agent which may generate a free radical by ultraviolet rays, and 
coating containing a free radical elimination agent" is manufactured by covering the above- 
mentioned "drug content constituent" with coating containing "the protectionHrom-light agent 
which may generate a free radical by ultraviolet rays", and a "free radical elimination agent" As 
for this coating, it is desirable to contain the oil further chosen from ester and alcohols. In this 
case, as for coating, it is desirable to contain an alkali further. Moreover, as this oil, a 
polyethylene glycol is desirable. As a suitable mode of "remedy pharmaceutical preparation", 
"the stable remedy pharmaceutical preparation which it comes to cover with coating containing 
(i) titanium oxide and (ii) sodium hydrogensulfite, an ascorbic acid, sodium ascorbate, calcium 
ascorbate, dl-alpha-tocopherol, or the acetic-acid dl-alpha-tocopherol" is mentioned. Moreover, 
coating containing "the protection-from-light agent which may generate a free radical by 
ultraviolet rays", and a "free radical elimination agent" is manufactured by dissolving or 
distributing these components to purified water with a coating basis, for example. 
[0039] "The stable remedy pharmaceutical preparation which it comes to cover with the oil 
chosen from ester and alcohols and coating containing a free radical elimination agent" is 
manufactured by covering the above-mentioned "drug content constituent" with coating 
containing "the oil chosen from ester and alcohols", and a "free radical elimination agent." 
Moreover, coating containing "the oil chosen from ester and alcohols" and a "free radical 
elimination agent" is manufactured by dissolving or distributing these components to purified 
water with a coating basis, for example. 

[0040] "The stable remedy pharmaceutical preparation which it comes to cover with coating 
containing the oil chosen from ester and alcohols and an alkali" is manufactured by covering the 
above-mentioned "drug content constituent" with coating containing "the oil chosen from ester 
and alcohols", and a "alkali." As for this coating, it is desirable to contain the protection-from- 
light agent which may generate a free radical by ultraviolet raygj further. Moreover, coating 
containing "the oil chosen from ester and alcohols" and a "alkali" is manufactured by dissolving 
or distributing these components to purified water with a coating basis, for example. 
[0041] 

[Embodiment of the Invention] An example and the example of a trial explain this invention more 

concretely below. 

[0042] 
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[Example] 2300g of example 1 purified water — hydroxypropylmethylcellulose 2910 (TC-5) 
129.6g and polyethylene glycol 6000 the free radical elimination agent which dissolves SO.Og and 
is shown in 20.0g of titanium oxide, 0.4g of yellow iron sesquioxides, and [a table 1], or an alkali 
(these are hereafter written as a stabilizing agent) — 20.0g per sort was distributed, respectively 
and coating was manufactured, respectively. 
[A table 1] 



[0043] In 2300g of water made from example dispermy, they are hydroxypropylmethylcellulose 
2910 (TC-5) 121.6g and a polyethylene glycol 6000. 30.0g is dissolved, 20.0g of titanium oxide, 
0.4g of yellow iron sesquioxides, 1 4.0g of sodium hydrogensulfites, and 1 4.0g of sodium 
hydrogencarbonates are distributed, and coating is manufactured. 

[0044] In an example 3 fluid-bed granulation dryer (FD-3S and Powrex), they are 8-[1-oxo — 3- 
[l-(phenylmethyl) piperidine-4-IRU] propyl]-2. 3 and 4, and 5-tetrahydro-1H-1-bends azepine 
fumarate (hereafter). The water solution which dissolved hydroxypropylcellulose (HPC-L) 60.0g 
was sprayed and corned by the inside of a plane after mixing to homogeneity 40.0& mannitol 
1600g, and corn-starch 220.0g written as compound A, and, subsequently it dried in the fluid bed 
granulation dryer. Using the power mill grinder (P-3, the Shows chemical machinery machining 
place), the granulation object obtained was cracked on I.Smmphi punching screen, and was made 
into the end of a particle size regulation. Furthermore, the same actuation as the above was 
repeated and the end of a particle size regulation was obtained; This end of a particle size 
regulation was taken 3456.0 g, 126.0 g corn starch and 18.0 g magnesium stearate were added to 
this, and it mixed with the tumbler mixer (TM-15, the Showa chemical machinery machining 
place), and considered as the granulation for making tablets. The making tablet (the tableting 
preassure of 0.8t / pestle) of this granulation was carried out by the weight of lOO.Omg using the 
pestle of 6.5mmphi with the rotary tableting machine (correction 19K, Kikusui fectory), and it 
considered as the naked tablet. 

[0045] Film coated tablet 2800 locks each of a formula which spray various coating obtained in 
the example 1 on the naked tablet obtained, and contain 2.0mg of compound A per one lock in a 
film coating machine (HCT-20. Freund Industrial) In it and which are shown in [a table 2] were 
obtained. 
[A table 2] 

Tablet formula (presentation per one lock) : Group ** Loadings (mg) Compound A 2.0 D-mannitol 
80.0 Corn starch 14.5 Hydroxypropylcellulose 3.0 f\^agnesium stearate 0.5 Total (naked tablet) 
100.0 Naked tablet 100.0 (film component) 

Hydroxypropylmethylcellulose 2910 2.592 A polyethylene glycol 6000 0.6 Titanium oxide 0.4 A 
yellow iron sesquioxide 0.008 Stabilizing agent 0.4 ** Total 104.0 [0046] A film coated tablet is 
manufactured like an example 3 except using coating manufactured in the example 2 as example 
4 coating. 

[0047] Not using example of comparison 1 stabilizing agent, the film coated tablet was 
manufactured like the example 3 except setting the amount of hydroxypropylmethylcellulose 
2910 (TC-5) to 2.992mg per one lock. 

[0048] The film coated tablet obtained in the stability assessment trial example 3 and the 
example 1 of a comparison of example of trial 1 film coated tablet was put into the plastics petri 
dish, and the top face of a petri dish was fixed with the polyvinylidene chloride film (Saran Wrap, 
Asahl Chemical Industry), and a bonnet and in order to seal thoroughly, the periphery of a petri 
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dish was fixed with the cellophane tape, this petri dish — optical exposure [light source: — by 
the following approaches, after time-amount (1000 lux x 50 days)] [ dose: 1.200,000 lux and. and ] 
carrying out. a white fluorescent lamp and 1 -methyl-8-[1 -oxo— 3-[1 -(phenylmethyl) piperidine- 
4-IRU] propyl]-2, 3 and 4, 5-tetrahydro-1H-1 -bends azepine which are the decomposition 
product of compound A Fumarate (It is hereafter written as a decomposition product I) And the 
amount of generation of the formaldehyde which is the decomposition product of a polyethylene 
glycol was measured. 

[the quantum approach of a decomposition product I] — the conditions of the degree after 
dissolving by the mobile phase so that compound A may become in ml and about 200microg /, 
and filtering with a nonaqueous filter (0.45 micrometers) — a high-speed liquid column 
chromatography (HPLC) — the quantum was carried out by law. The amount of generation was 
expressed with the ratio with the initial content of compound A. 

HPLC condition detector: Ultraviolet-rays absorptiometer and measurement wavelength:245nm 
column:TSK gel-80Ts, bore:4.6mm, die-length: 150mm column temperature:40 degree-C mobile 
phase:0.05M potassium-dihydrogenphosphate solution (pH3.0)-acetonltrile mixture (volume ratio 
= 2:1) 

flow rate: — a part for 1ml/ — holding-time: ~ [quantum approach of formaldehyde] tablet 5 
lock is applied to 50ml distilled water for about 20 minutes, and it shakes for 30 minutes, and 
dissolves, and at-long-intervals alignment separation is carried out by 4000rpm for 10 minutes. 
The colorimetry (measurement wavelength of 550nm) of the filtrate which filters a supernatant 
with a drainage system filter (0.45 micrometers), and is obtained was carried out using the 
formaldehyde quantum kit (formaldehyde-Test Wako, Wako Pure Chem industry). In addition, the 
decomposition product I has the following physical properties. 

chemical formula: — C26H34N20 molecular weight: — 390.267 [0049] A result is shown in [a 
table 3]. It is shown among a table that ND was not detected. The limit of detection of 
formaldehyde of the limit of detection of the decomposition product I which is a decomposition 
product of compound A is 4microg / lock 0.05%. 
[A table 3] 
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As shown in [a table 3], generation of a decomposition product I and formaldehyde was 
controlled by using a stabilizing agent That is, by using coating containing titanium oxide, a 
polyethylene glycol 6000, and a stabilizing agent, decomposition of the compound A in the 
uncoated tablet covered with this coating was controlled, and the amount of generation of the 
formaldehyde which has an adverse effect on compound A was also controlled. 
[0050] The assessment trial compound A, the titanium oxide, the polyethylene glycol 6000, com 
starch, and stabilizing agent of the effect affect the compound^A of example of trial 2 alkaii or a 
free radical elimination agent were mixed so that a weight ratichfnight be set to 0.3:5:5:2.5:2.5, 
and powder was obtained. As a stabilizing agent an alkali:sodium hydrogencarbonate, a sodium 
carbonate, a calcium carbonate, a magnesium carbonate, a magnesium hydroxide, or the free 
radical elimination agent:d-alpha-tocopherol was used. As contrast powder was obtained like the 
above except using a stabilizing agent as com starch. The powder obtained was put into the 
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glass petri dish, and the top face of a petri dish was fixed with the polyvinylidene chloride film 
(Saran Wrap. Asahl Chemical Industry), and a bonnet and in order to seal thoroughly, the 
periphery of a petri dish was fixed with the cellophane tape, this petri dish — optical exposure 
[light source: — a chemical lamp and after dose:350microwatt[/cm ]2x five day] carrying out. the 



:0051] A 
A table * 


result is shown in [a table 4]. 
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As shown in [a table 4], decomposition of compound A was controlled by adding an alkali or a 
free radical elimination agent to the powder containing compound A, titanium oxide, and a 
polyethylene glycol 6000. 
[0052] 

[Effect of the Invention] To light, division ultraviolet rays, or heat, the remedy pharmaceutical 
preparation of this invention is stable, and excellent in preservation stability. Moreover, since the 
front face of this remedy pharmaceutical preparation is uniform, processing of marking etc. is 
also easy and the result is also beautiful. Furthermore, as for this remedy pharmaceutical 
preparation, adhesion with esophageal mucous membrane is not seen at the time of 
administration. Coating of this invention is useful as a raw material for manufacturing the remedy 
pharmaceutical preparation which was excellent in preservation stability as mentioned above. 
Moreover, since this coating is excellent in reinforcement and plasticity, it is excellent in 
operability and a uniform coat is possible for it. 



[Translation done.] 
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